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(21) 1-2020-05736

(57) Sang ché dé cap chung dén duoc pham chaa hop chat 2-[3,5-
bis(triflometyl)phenyl]-N-{4-(4-flo-2-metylphenyl)-6-[(7S,9aS)-7-
(hydroxymetyl)hexahydropyrazino[2,1-c][1,4]oxazin-8(1H)-yl]-3-pyridinyl}-
N,2-dimetylpropanamit va phuong phap bao ché dugc pham nay. Duoc pham
nay la hitu dung trong liéu phap diéu tri y té.
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Linh vue k§ thuat dwoc dé cap

Sang ché dé cap dén dwoc phdm chira chit d6i khang thu thé kép NK-1/NK-3, cu
thé chira 2-[3,5-bis(triflometyl)phenyl]-N-{4-(4-flo-2-metylphenyl)-6-[(7S,9aS)-7-
(hydroxymetyl)hexahydropyrazino[2,1-c][1,4]oxazin-8(1H)-yl]-3-pyridinyl }-N,2-
dimetylpropanamit, va phuong phap bao ché dugc phdm nay. Dugc pham nay 13 hiru

dung trong lidu phép diéu tri y té.
Tinh trang ky thuit ctia sang ché

Tachykinin thudc ho peptit ngan, chiing dugc phan b rong rai trong hé théng
than kinh trung wong va ngoai bién ciia dong vat c6 vii (Bertrand and Geppetti, Trends
Pharmacol. Sci. 17: 255-259 (1996)). Chung c6 chung trinh tir dau tan cing C Phe-Xaa-
Gly-Leu-Met-NH2. Ba loai tachykinin chinh do6 1a chét P (SP), Neurokinin A (NKA) va
Neurokinin B (NKB) véi 4i tinh wu tién 14n luot dbi véi ba kiéu phu thu thé riéng biét,

dugc goi 1a Neurokinin(NK)-1, NK-2, va NK-3.

Céc hop chét thé hién 4i tinh chon loc ddng thoi véi ca hai thy thé NK-1 va NK-
3 duoc goi 1a cac chit d6i khang thu thé kép NK-1/NK-3. Vi du, 2-[3,5-
Bis(triflometyl)phenyl]-N-{4-(4-flo-2-metylphenyl)-6-[(7S,9aS)-7-
(hydroxymetyl)hexahydropyrazino[2,1-c][1,4]oxazin-8(1H)-yl]-3-pyridinyl}-N,2-

dimetylpropanamit (hop chat A), c6 cong thirc sau:

C cr
,,,,, 3
N© 0
NN
| CF,
HO™ 7 hc en,
H,C CH,
F (hop chat A)

da dugc phat hién 13 c6 hiéu qua dudi dang chat dbi khang thy thé kép NK-1/NK-3.
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Hop chét A cling duoc biét & dang tinh thé khan. Do d6, hop chit A & dang tinh
thé khan duoc mo ta trong tai lisu W02011023733, vi du, ¢6 2 gbc theta xuét hién tai
4,340,1, 7,9+0,1, 9,8+0,1, 10,7+0,1, 10,8+0,1, 13,3+0,1, 14,0+0,1, 15,1£0,1 do, cac goc
nay lan lugt tuvong (mg véi khoang cach d tai 20,4, 11,1, 9,0, 8,3, 8,2, 6,6, 6,3 va 5.9
Angstrom (A) ( sau diy goi la “dang 17).

Hop chét A hoic mubi duge dung cua né, bao gdbm ca dang tinh thé 1 ctia no,
khong ké cac tac dung khac, hiru dung trong diéu tri c4c bénh hormon gi¢i tinh, bao gdbm

c& chimg bbc hoa (WO 2016/184829).

Quan trong 1a & chd, khi duoc dung cho dbi tuong can duogc diéu tri, hop chit A
dat t6i vi tri tac dong vai lugng va trong khoang thoi gian, nhu dugce xac dinh béi su
phoi nhiém duge dong hoc (PK), di dé tic dung diéu tri xuét hién, trong khi mirc nong
d6 phoi nhiém cua hop chét A 1a khong qué cao t6i mic ma khién cho viéc diéu tri co
thé dan dén cac phéan ng bét loi. Do d6, c6 hai thong s6 chinh lién quan dén dugc dong
hoc ctia hop chit A dé bao dam rang, liéu lugng ctia thude nay khi ding cho bénh nhén
lu6n ludn dat t6i mac phoi nhiém sao cho no tao ra tac dung diéu tri mong mubn trong
khi giam thidu kha ndng c6 céc tic dung bét loi. Pau tién la d6 kha bién duge dong hoc
ma 12 s do vé su thay ddi vé cac mic phoi nhiém dat dugc véi cung mot liéu luwong
thube. Do kha bién duge dong hoc ma thudng dugce x4c dinh dudi dang hé s6 bién thién
6 dang % (CV%) can phai thip sao cho khi bat ky liéu xac dinh nao cta thude dugc
dung, thi mirc néng do huyét trong (ca nong do cuc dai trong huyét twong ma thude dat
t6i [Cmax] va su phoi nhiém [dién tich du6i dudong cong [AUC]] trong céac db6i tuong 1a
nhu nhau. Di nhién, CV% dat dugc déi véi cac phép do nay vai lidu xac dinh bat ky clia
mot thude cu thé t8t hon phai 1a <50%. Thir hai 1a do sinh kha dung ctia hop chét A, d6
sinh kha dung xac dinh ty 1€ thube tir dang lidu lugng dugc dung ma dat t61 tudn hoan
toan than va do do, chi ra mirc phoi nhiém cua thudc. Do sinh kha dung dat duoc béng
lidu luong thude cu thé khi dwoc dung cho dbi twong can c6 kha ning dat t&i cdc mirc

phoi nhiém di€u tri mong mudn.

D4 biét rang, viéc phéi ché thube (dang liéu lugng), cu thé 1a quy trinh ma nho
d6 thube hoat tinh dugc két hop véi cac chat hoa hoc khong hoat tinh khac nhau khéc

(ta duoc), dé tao ra san pham thube cubi ciing ¢6 thé anh hudng dén hai théng s6 duoc
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dong hoc quyét dinh nay. Tuy nhién, cac ché phim nay ciing can duy tri duoc do 6n
dinh cta thudc hoat tinh mdt cach 1y tuéng & cac didu kién moi trudong dé bao quan thoi
gian dai. Do dé, viéc duy tri do én dinh ciia thudc hoat tinh 1a théng sb chinh thi ba can
thiét dé phat trién dang phdi ché san phim thudc méi.

Tru6c day, hop chat A & dang 1, duge phéi ché dé dung theo duong ubng & dang
lidu bao ché rin chira san phim thude va cac dang lidu bao ché nay duogc ding cho ddi

twgng con nguoi trong cac nghién ciru 1am sang & ca giai doan 1 va 1b/2.

Dit liéu duge dong hoc tir dang phoi ché vién nén liéu bao ché ran dugc dung &
dang lidu ubng don chtra 100 mg hodc 200 mg hop chéit A (dang 1) cho 16 nam va nit
tinh nguyén vién khoe manh trong nghién ctru giai doan 1 dugc tom tit trong bang 1.
Két qua cho thdy mic do khong chép nhan duge vé do kha bién duge dong hoc nhu
duoc xac dinh bing CV% ma nim trong khoang tir 69,9% dén 120%, va cac ty 1é cao

ctia cc thong sé dugc dong hoc t6i thiéu va t6i da ndm trong khoang tir 9,8 dén 20,1.

Bang 1. Dit liéu dugce dong hoc tir nghién ctru 14m sang giai doan 1 liéu don véi hop

chét A (dang 1) sit dung sin pham thudc vién nén liéu bao ché rin

Dang phét trién: Dang tinh thé khan (dang 1)
Quén thé nghién ctru: Tinh nguyén vién khée manh nam va nit
Gia
X Thong sb A trl Téi Z- ) 1A
Che | jroc dong | H% | N | T8 | oyog | pigy | Oida) TYIE
pham (mg) binh . (Max) | (Max:Min)
hoc . (Min)
hinh
hoc
Liéu Cmax 100 880 | 101 | 120 | 2411 20,1
luong (ng/mL) 200 795 120 169 | 2268 13,4
Vi’én 100 16 3309 | 69,9 | 679 6625 9,8
rrgr:lr/l\ AUC0-24 10,5
(lidu (ng.gio/mL) | 200 4424 | 76,3 | 1237 | 12937
don)

Céc chit viét tat:
CV% =% h¢ s6 bién thién
~ Hén hop bot ctia hgp chét A dang tinh thé khan (dang 1) ma da duoc ép dé thu duoc

san pham thuoc vién nén
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Nghién ctru 14m sang giai doan 1b/2 thir hai dugc tién hanh lién quan dén viéc
ding lidu lap lai cia ché pham nang gelatin cting lidu bao ché rin bd sung ciia hop chét
A (dang 1) & phu nit sau mén kinh trai qua céc triéu chimg van mach tir vira phai dén
ning. Lidu khao sat 1 50, 100, 150 va 300 mg, ding theo duong uéng mdi ngay mot lan
trong 14 ngay. Co6 13 hodc 15 dbi tuong trong mdi nhém lidu. T4t ca cac liéu duoc xac
dinh st dung ché pham dang nang 50 mg. Pé dat dugc cac liéu lwong don vi cao hon 50
mg, nhiéu vién nang thich hop dugc dung ddng thoi cho bénh nhan & mdi mot trong sb
cac nhom lidu. Cac két qua duge dong hoc trang thai 4n dinh sau khi dung liéu 14 ngay
duoc trinh bay trong bang 2. Mot 14n nira, mtc do cao khong thé chép nhén dugc vé do
kha bién duoc dong hoc duge quan sat thay trong nghién ctru dung lidu lap lai nay bang
san phim thudc liéu bao ché ran trong vién nang cimg nhu dugc xac dinh bang CV%
ma nim trong khodng tr 64,7% dén 131,2%, va ty 1& cao vé cac thong sb duoc dong hoc
tdi thiéu va tdi da nam trong khodng tir 6,1 dén 36.5.

Bang 2. Dit liéu dugc dong hoc trang thai 6n dinh tir nghién ctru 14m sang giai
doan 1b/2 liéu Lp lai ciia hop chat A (dang 1) sit dung san phim thudc gelatin ciing lidu

bao ché ran

Dang phat trién: Dang tinh thé khan (dang 1)
Quan thé nghién ctru: Phu nit sau mén kinh trai qua cac triéu chimg van mach tir
vira phai dén ning
) Gia tri )
£ Thong so A trung Toi £ ) 1A
gl?gm dugc dong (Lr;eg‘; N | binh |CV% | thiéu (Tl\‘/’[lai*)‘ (Mfi-ﬁim
hoc hinh (Min) ’
hoc
Cac 50 | 15| 522 | 87,9 | 142 | 1544 10,9
liéu Cmax 100 | 14| 841 |107,2| 181 | 3856 21,3
vién (ng/mL) 150 | 15| 1188 |131,2| 208 | 5903 28.4
nang 300 | 13| 2852 |116,5| 237 | 8653 36,5
ge}atm 50 | 15| 2342 | 64,7 | 915 | 5540 6,1
cung 100 |14 | 3542 | 86,3 | 778 | 10938 14,1
dang 150 | 15| 5164 | 88,7 | 1564 | 16163 10,3
(ézrrll o AU(;O-24
thai én | (2. gio/mL)
dinh 300 | 13 | 14823 | 99,7 | 2457 | 79685 32,4
ngay
14)
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Céc chit viét tat:
CV% =% hé sb bién thién

~ Hon hop bét ctia hop chét A dang tinh thé khan (dang 1) ma da dugc bao nang trong
nang gelatin cing. Thanh phan cu thé ctia ché pham nang gelatin cimg lidu luong rin
chira 50 mg hop chét A duge néu trong bang 3.

Céc danh gia v& hiéu qua di chimg minh rang, ‘hiéu qua téi da’ trong nghién ctru
giai doan 1b/2 nay dat dugc bang san phim thudc trong gelatin cling lidu mdi ngay mot
1an chira 150 mg hop chéat A (can 3 nang gelatin cimg 50 mg). Viéc dung lidu 150 mg
hop chit A mdi ngay mot 14n 13p lai tao ra mirc phoi nhiém thudc vé6i gia tri trung binh

hinh hoc AUCo-24 5164 ng.gio/mL & ngay 14.

Bang 3. Thanh phan ctia ché pham nang gelatin cimg lidu bao ché ran chira 50

mg hop chit A [dang 1] dugc dung trong nghién ctru giai doan 1b/2.

Céc thanh phan Luong cho mdi nang | Chirc nang
(mg)

Hop chét A (dang 1) 50,00 C6 hoat tinh

Céc thanh phan bén trong hat

Lactoza Monohydrat (siy phun) 47,10 Chét don

Xenluloza vi tinh thé, (Avicel PH-101) 33,04 Chét don

Hypromelloza 2910 5,55 Chét két dinh

Croscarmelloza natri 1,67 Chét gay ra

Nudec tinh khiét (duogc loai bo trong qua 22,22 Dung dich tao

trinh x1 1y) hat

Céc thanh phan bén ngoai hat

Lactoza khan (Super Tab 21AN) 21,89 Chét don

Xenluloza vi tinh thé (PH-102) 35,00 Chét don

Croscarmelloza natri 5,25 Chét gay ra

Magie stearat 1,75 Chét 1am tron

Tong cong (bén trong va bén ngoai hat) 201,25

Nang gelatin cing rong, ¢& 2, mau 1 don vi Vo6 nang

trang duc/trang

5/84



42327

Mic di cdc mire phoi nhiém cla thube dat duoc 1a c6 hiéu qua trong nghién ctru
1am sang giai doan 1b/2, khong ¢6 ché phim lidu bao ché rén chita hop chat A nao thich
hop dé trién khai 1am sang thém do do kha bién dugc dong hoc rat cao quan sat dugc

trong cac doi tugng con ngudi nay.

Do d6, nhu cau vé dugc phém moi chira hop chit A hoic mubi duge dung cua
hop chit nay ma né c6 do kha bién dugc dong hoc trén ngudi giam, nho d6 lam giam
khé& ndng dat t6i muc phoi nhiém thudc rat cao & mdi bénh nhan riéng biét va bao dam
thudc an toan hon; ciing nhu tranh dugc su phoi nhiém qué thap ma s& c6 nghia 1a bénh
nhan khéng nhén dugce lidu c6 loi ich didu tri ciia hop chat A. Cac dugc phim nay ciing
cn phai c6 do sinh kha dung ddy di dé c6 kha ning dat dugc cac mirc phoi nhiém hop
chét A trong huyét trong c6 tinh chét tri liéu. Ngoai ra, cac dugc phim nay can phai
cung cip do 6n dinh thich hop ctia hop chét A trong qué trinh san xuét va phan phdi sau

do va trong qué trinh bdo quan san phim thudc trong thoi gian dai.

Ché phim nang gelatin mém c6 thé cung cip phuwong phép dé giai quyét cac nhu
ciu nay. Tuy nhién, ngudi c6 hiéu biét trung binh trong linh vuc da biét rang, viéc phdi
ché thudc thanh dung dich dé bao nang thanh nang gelatin mém c6 thé sé& 1a thach thirc
va ¢6 thé gap nhidu van dé (Gullapalli, 2010). Céc thach thirc nay bao gbm sy di chuyén
ctia cac thanh phan c4u thanh gelatin mém trong ché phdm, v6 va mdi truong bén ngoai;
c6 thé ton tai nhitng su khong twong thich vé vat 1y va héa hoc gifta cac thanh phan.
Ngoai ra, co thé kho khian trong viéc nhan dién céc chét nén long ma thanh phﬁn hoat
tinh c6 thé hoa tan dugc day di trong d6 dé hoa tan liéu dich mong mudn trong mdt thé
tich nho thich hop dé duoc bao nang dé dung theo duong ubng; lugng nay khong két tia
trong qu4 trinh san xudt, khi bio quéan trong sudt thoi han st dung cén thiét, khi tiép xtic
v6i moi truong nude (hoa tan) hodc khi duge dung in vivo. Tuong tu, co thé gap van dé
khi nhan dang cac ché phdm trong d6 hoat chét thudc 12 6n dinh trong qua trinh bao
quan thoi gian dai dugc tao nang trong cic nang gelatin mém vi ching dé bi anh huéng

béi tinh khong 6n dinh ca do thiy phan va do oxy hoa.

Cac thach thirc k¥ thudt nay da dugc khic phuc mét cach bat ngd va ché phdm

theo sang ché giai quyét dugc toan bd ba thong s6 chinh da mo ta & trén.
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Cu thé, sang ché nay dua trén, khong ké cac van d@ khac, kham pha bat ngd ctia
tac gia sang ché vé cac ché phim chia hop chit A ma ché pham nay cung cap do kha
bién duoc dong hoc giam thép dang ké cua hop chit A va co thé dat dugc cac mic phoi
nhi®m huyét twong tri liéu. Ngoai ra, ¢ kham pha ra rang, cac ché phim nay hoa tan
mdt cach hiéu qua hop chit A trong mot thé tich thich hop dé ding theo duong ubng va
thé hién do én dinh bao quan 1au dai & cac didu kién méi truong ma khong dan dén sy
tai két tinh, két tia hodc tach pha.

Ban chit ky thuét ciia sing ché

Sang ché dugc xac dinh bang b yéu cau bao ho.

Trong phin mo t4, tat ca cac din chiéu dén cac phuong phap diéu tri va viéc st
dung dé san xuét thude déu dé chi viéc hop chét, dugc phim va thudc theo séng ché dé
st dung trong phuong phap didu tri cho co thé nguoi (hoic dong vat) bang liéu phap

diéu tri (hodc dé chan doan).
Ngoai cac van dé khac, sang ché dé cap dén ché pham nang gelatin mém chura:

(a) 2-[3,5-Bis(triflometyl)phenyl]-N-{4-(4-flo-2-metylphenyl)-6-[(7S,9aS)-7-
(hydroxymetyl)hexahydropyrazino[2,1-c][1,4]oxazin-8(1H)-yl]-3-pyridinyl }-N,2-
dimetylpropanamit (hop chét A):

(0]

Ly r
N "”| 8
(N

0
N
N CF
: 3
HO™ 7 HC cH,
H,C CH,
F (hop chat A)

hodac mudi dugc dung ctia hgp chat nay;

(b) it nhat mot chat hoa tan dugc chon tir caprylocaproyl polyoxyl-8 glyxerit,
glyxerol monocaprylocaprat, dau thau dau polyoxyl 35, polysorbat 80, hodc cac hdn hop
ctia chung.

Theo mot sé khia canh, sang ché dé cap dén ché phdm nang gelatin mém chira:

(a) hop chéit A; va
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(b) it nhét chat hoa tan duge chon tir caprylocaproyl polyoxyl-8 glyxerit, glyxerol
monocaprylocaprat, dau thau dau polyoxyl 35, polysorbat 80, hodc cac hdén hop cua

chung.

Theo mét s6 phuong an, hop chét A 1a & dang tinh thé. Theo mot sd phuong an,
hop chét A 1a & dang tinh thé khan 1. Theo mét s6 phwong an, duoc pham chira thém

chét chéng oxy hoa. Theo mot s6 phwong an, dugce pham chira thém chat nhii héa.

Theo mot sd phuong an, dugc phém chtra thém mot hoac nhiéu tac nhan diéu tri

b0 sung.

Theo mot s6 khia canh, sang ché dé cap dén b6 kit dugc phém, bao g6m bao gobi
thir nhit chira dugc pham theo diém bat ky trong sb cac diém néu trén, va bao géi thir

hai chira mdt hodc nhiéu tac nhan diéu tri bo sung.

Phin mo ta sang ché boc 16 phuong phap diéu tri hodc phong ngira bénh hodc
tinh trang dugc boc 10 trong ban mo ta nay, bao gdm budc ding cho d6i tuong can diéu

tri lwgng c6 hiéu qua dugc ly cua hop chét A.

Theo mdt sb khia canh, sang ché dé cap dén dugc phém duoc bdc 16 trong ban
mo ta nay dé s dung trong diéu tri hodc phong ngira bénh hodc tinh trang dugc boc 10

trong ban mo ta nay.

Theo mdt sb khia canh, séng ché dé cap dén dugc phém duoc bdc 16 trong ban
md ta nay dé sir dung két hop voi mot hodic nhiéu tac nhan diéu tri bd sung trong diéu

tri hodc phong ngtra bénh hoic tinh trang dugc boc 10 trong ban mo ta nay.

Theo mot so khia canh, sang ché dé cép dén to hop ctia duge pham dugc boc 10
trong ban mo ta nay va mot hodc nhiéu tac nhan diéu tri bo sung dé st dung trong di€u

tri hodc phong ngira bénh hogc tinh trang boc 10 trong ban mo ta nay.

Phén md ta sang ché boc 16 viéc sir dung duoc phém dugc boc 10 trong ban mo
ta nay trong san xuét thudc dé diéu tri hoic phong ngtra bénh hodc tinh trang dugc bdc
10 trong ban mo ta nay.

Phéan mo ta sang ché boc 16 viéc sir dung dugc phém duoc bdc 10 trong ban mo
ta nay két hop véi mot hodc nhiéu tic nhan diéu tri b sung trong san xuat thube dé diéu
tri hodc phong nglra bénh hoac tinh trang dugc bdc 10 trong ban mo ta nay.

8
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Phan mo ta sang cheé boc 10 viée sir dung t0 hop cia dugce pham dugce boc 10 trong
ban mo ta nay va mot hodc nhiéu tic nhan diéu tri bo sung trong san xuat thudc dé diéu

tri hodc phong ngtra bénh hodc tinh trang dugc boc 19 trong ban mo ta nay.

Theo mot sb phuong an, bénh 1a bénh phu thudc hormon giéi tinh. Theo mot sb
phuong 4n, bénh la chimg bdc héa. Theo mot sb phuong 4n, bénh 1a bénh lién quan dén
can nang. Theo mot sb phuong an, bénh 1a bénh li€én quan dén leptin. Theo mot sb
phuong an, bénh la rdi loan thai nghén. Theo mot s6 phuong 4n, tinh trang 1a mot hodc
nhiéu triéu ching cua tién man kinh, man kinh, ho#c sau man kinh. Theo mot sb phuong
an, tinh trang bénh 1a tang md thira trong co thé va/hodc thira can bénh ly, tiéu duong,
chiing béc hoa, 6 md hoi ban dém, thirc dém. Theo mot s6 phuong 4n, tinh trang 1a mot

hodc nhiéu triéu chirng ciia man duc nam gidi.

Theo khia canh khéc, sang ché dé cap dén phuong phap diéu ché ché pham theo
sang ché bé'mg cach tron thanh phﬁn hoat tinh vé1i it nhét mot t4 duoc.

Theo khia canh khac, sang ché dé cap dén phuong phép tao ra nang gelatin mém
bao gdm cac budc tao ra vé nang gelatin mém, tron ché pham chira hop chét A hoic
mudi duogc dung ciia né va it nhit mot ta dugce, va bao nang ché pham 1éng vao trong vo

nang gelatin mém.

Trir khi dugc quy dinh khéc, tat ca cac thuat ngir k§ thuat va khoa hoc dugc sir
dung trong ban mo ta nay c6 cung nghia nhu thudong dugc hidu béi ngudi ¢6 hidu biét
trung binh trong linh vuc ma phan boc 16 ctia sang ché thudc vé linh vuc nay. Trong ban
md ta nay, dang sb it cling bao gbm dang s6 nhiéu trir khi ngit canh chi rd khac. Mic du
phuong phap va vat liéu twong tu hodc twong dwong v6i phuwong phap va vét liéu dugc
md ta trong sang ché c6 thé duoc dung dé thuc hién hodc thir nghiém sang ché, song
phuong phap va vat liéu thich hop s& dugc mo ta & day. Cac tai ligu tham khao dugc
trich dan trong ban md ta nay khong duoc thira nhan la giai phap k§ thuat da biét ddi
v6i sang ché duoc yéu cau bao ho. Trong trudng hop c6 mau thuén, ban mé ta nay, bao
gém cac dinh nghia, sé& kiém soat. Ngoai ra, cac vat liéu, cac phuong phép va céc vi du
14 chi @é minh hoa va khong duoc du dinh giGi han pham vi cla sang ché. Trong truong
hop ¢6 mau thuin giita cac chu tric va tén hoa hoc cta hop chat duge md ta trong ban

mo ta ndy, cau truc hoa hoc s& dugc st dung.
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Céc diu hiéu va loi thé khac cta sang ché s€ trd nén rd rang tr phan mo ta chi
tiét va phan yéu cau bao ho dudi day.
Mo ta van tat cac hinh vé

FIG.1 1a d6 thi duoc dong hoc cuia cac dong vt riéng biét va gia tri trung binh

ctia ché phim gelatin cting lidu bao ché rén chira hop chét A.

FIG.2 1a db thi dugc dong hoc cuia cac dong vt riéng biét va gia tri trung binh

ctia ché phim léng gelatin mém chtra hop chét A.
Mo ta chi tiét sang ché
Dinh nghia

Tét ca cac so biéu dién so luong, ty 1€ % hodc ty 1€, va cac gid tri bang s6 khac
duoc stir dung trong ban mo ta va yéu cau bao hd, can duoc hicu la duge thay doi trong

tht ca cdc tinh hudng bang thuat ngit “khoang.”

Céac thuat ngft chi so it dugc sit dung trong ban mo ta dé chi "mot hodc nhiéu"
ctia cac thanh phan dém dugc. Ngudi ¢ hiéu biét trung binh trong linh vuc s€ hi€u rd
rang rang, viéc sit dung s it bao gdbm ca so nhicu trir khi dugc thong béao cu thé theo

cach khac.

Thuat ngit “bénh phu thudc hormon gidi tinh” nhur dugc sir dung trong ban mo6 ta
nay dé chi bénh ma dugc lam trdm trong thém bang, hodc giy ra béi, su san xuét hormon
gi6¢i tinh qua murc, khong thich hop bao g6m ca khong c6 hormon gi(’ﬁ tinh, hormon giéi
tinh khong can bang hodc khong diéu hoa. Vi du vé bénh nhu viy & nam gi6i bao gom,
nhung khong chi giéi han &, phi dai tién liét tuyén lanh tinh (BPH), ung thu tién liét
tuyén di cin, ung thu tinh hoan, ung thu vii, viém nang 16ng phu thudc androgen, tng
tiét ba nhom, chimg ram 16ng, héi dau kiéu nam gidi va ddy thi sém & tré trai. Vi du vé
bénh nhu vay & nit gidi bao gém, nhung khong chi gi¢i han ¢, lac ndi mac tir cung, day
thi bat thudng, xo hda tir cung, u X0 tir cung, chdy mau kinh nguy€t nang, xuét huyét o
cung chire ning, cac ung thu phu thugc hormon (v, ndi mac tir cung, budng tring, tir
cung), tang tiét androgen, chimng ram 1dng & phu nit, chimg ram 16ng, ching rung toc nit
giéi do androgen, viém nang 16ng phu thudc androgen, tang tiét ba nhon, nam tinh hoa,

hoi chimg budng tring da nang (PCOS), rdi loan khi séc tién kinh nguyét (PMDD), hoi
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ching HAIR-AN (tang tiét androgen, khang insulin va bénh gai den), tang san va hoang
thé héa 16p 4o trong budng trimg (HAIR-AN véi ting san té bao vo hoang thé hoa trong
mo dém budng trimg), cac biéu hién khac ciia ndng do androgen trong budng tring cao
(chang han, ngimg truéng thanh nang noan, tit nang tring, khong rung trimg, rdi loan
kinh nguyét, xuét huyét tir cung chiic ning, vo sinh) va khéi u san xuét androgen (u
budng tring hodc thugng than nam hoa), va lodng xwong. Cac vi du khac ¢ nam va ni
gi6i 12 viém tuyén md héi mi va chimg bdc hoa.

Thuét nglt “bénh lién quan dén can nang" nhu duoc sir dung trong ban md ta nay
dé chi bénh trong d6 bénh nhan dang bi md thira trong co thé va/hodc thira cin bénh ly.
Vi du v& cac bénh nay bao gdbm, nhung khong chi gi6i han &, nhay cam di truyén voéi
thira can, béo phi lién quan dén céc rdi loan chuyén hoéa, hodc tinh trang ma thé trong
giam sé& ¢6 1oi ich diéu tri.

Thuat nglt “bénh lién quan dén leptin" nhu dugc st dung trong ban mo ta nay dé
chi bénh trong d6 cac murc leptin 1a khong phu hop, bao gdm khong c6, cdc mirc thép,
khong can bé‘mg, hoac khong didu hoa. Vi du vé cac bénh nay 1a cac rdi loan chuyén hoa
nhu tiéu dudng, bénh tim mach, béo phi, dn qua nhiéu, cao huyét 4p, hoi chimg chuyén
héa va céc rdi loan viém.

Thuat ngit “rdi loan thai nghén" nhu dugc st dung trong ban mo ta nay nghia la
r6i loan ma phu nit mang thai trdi qua. Vi du vé rbi loan nay la san giat, tién san giat,
bénh tiéu duong thai ky, huyét 4p cao, ndn oe budi sang, nghén ning, say thai, dau dai

chau, va sinh non.

Thuat ngit “triéu ching cia man kinh" nhu dugc sir dung trong ban moé ta nay
nghia 1a tri¢u chung li€én quan dén man kinh ma c6 thé c6 nguyén nhan tu nhién, ngoai
khoa (nhu phiu thuat ct bo budng trimg hai bén), tia X (tirc 1a xa tri) hodc nguyén nhan
hoéa hoc. Vi du vé céc triéu ching nay bao g@)m, nhung khong chi gi6i han ¢, tang m&
thira trong co thé va/hodc thira can bénh 1y, tiéu duong, mét moi, kich thich, suy giam
nhén thire, rung téc, da kho, mét ngu, roi loan giéc ngu va thirc dém, lo 4u va tram cam,
giam ham mudn tinh duc, kho va dau 4m dao, mAt md lién két va giam khdi co, mat
xuong, cac triéu ching tiét niéu ctia tiéu gép va kho tiéu tién, ching bdc hoa, va dd md

hoi ban dém. Theo mét sd phwong 4n, triéu ching ctia man kinh ¢ phu nit ¢6 thé do mot
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s6 kiéu hoa tri liéu, vi du, céac chit ¢ ché aromataza nhu anastrozole, exemestane,
letrozole va testolactone; cac chét chi van thu thé hormon gii phéng gonadotropin nhu
leuprolide, buserelin, histrelin, goserelin, deslorelin, nafarelin va triptorelin; cac chét dbi
khéng thu thé hormon giai phong gonadotropin nhu ASP1701, elagolix, relugolix va
linzagolix (OBE2109); cac chét didu bién thu thé estrogen chon loc (SERMs) nhu
bazedoxifene, clomifene, xyclofenil, tamoxifen, ormeloxifene, toremifene, raloxifene,
lasofoxifene va ospemifene; cac chét thoai bién thu thé estrogen chon loc (SERDs) nhu
fulvestrant, brilanestrant va elacestrant; cac chat tc ché CYP17A1 nhu abiraterone,
ketoconazole va seviteronel; va cac chit chen thu thé androgen va cac chat uc ché

CYP17A1 két hop nhu galeterone.

Thuat nglt “triéu chung cua tién méan kinh" nhu duogc sir dung trong ban mo ta
nay nghia la triéu ching lién quan dén tién man kinh ma c6 thé ¢6 nguyén nhan tu nhién,
ngoai khoa (nhu phau thuét cit bé budng tring hai bén), tia X (tic 1, xa tri) hodc nguyén
nhan hoéa hoc.

Thuét ngit “triéu chirg ctia sau mén kinh" nhu duoc st dung trong ban mo ta nay
nghia 1a triéu chung lién quan dén sau man kinh ma c6 thé c6 nguyén nhén ty nhién,
ngoai khoa (nhu phau thuét cit b6 budng tring hai bén), tia X (ttc 13, xa tri) hodc nguyén

nhan hoéa hoc.

Thuat ngit “triéu ching ctia man duc nam giéi" nhu duge sir dung trong ban mo
t4 nay dé chi tridu ching lién quan dén man duc nam giGi ma xuat phat tir sy suy giam
din din v& mitc testosterone theo nam thang; va c6 thé cling xuét hién do phau thuat cét
b6 tinh hoan hoic didu tri ung thu tién liét tuyén dugc goi 1a liéu phap triét androgen.
Vi du vé cac triéu ching nay 13 ting m& thira trong co thé va/hodc thira cin bénh 1y, tiéu
duong, mét moi, kich thich, suy giam nhén thirc, rung toc, da kho, mét ngy, rbi loan gidc
ngu, thirc dém, lo au va trAm cam, giam ham muén tinh duc, mat mo lién két va giam
khéi co, cac triéu chimg tiét niéu tiéu gip va kho tiéu tién, chimg bbc héa va d6 md hoi
ban dém. Vi du vé liéu phép triét androgen ma gy ra triéu ching clia man duc nam gidi
& dan 6ng 1a chat chi van thu thé hormon giai phong gonadotropin nhu leuprolide,
buserelin, histrelin, goserelin, deslorelin, nafarelin va triptorelin; chéit dbi khang thu thé

hormon giai phéng gonadotropin nhu ASP1701, elagolix, relugolix va linzagolix
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(OBE2109); khang androgen (chét chen thu thé androgen) nhu cyproterone axetat,
apalutamide, bicalutamide, darolutamide, enzalutamide, flutamide, nilutamide; chét uc
ché CYP17A1 nhu abiraterone, ketoconazole va seviteronel; va chit chen thu thé

androgen va chét tic ché CYP17A1 két hop nhu galeterone.

Cac thuat ngit "bénh”, “rbi loan”, “tinh trang”, va “triéu chimg”, nhu dugc st
dung trong ban mo ta nay, co thé dung thay d6i 1dn nhau dugc va duge du dinh c6 ciing

nghia.

Céac thuat ngit "chimg boc héa” va “con boc héa”, va “triéu ching van mach”
nhu duogc st dung trong ban mo ta nay, c6 thé dung thay doi 1an nhau dugc va dugc du

dinh c6 cung nghia.

Cac thuat ngr "su diéu tri," "didu tri,", “su phong ngtra”, va “phong ngtra”, nhu
dugc stir dung trong ban mo ta nay, dé chi su dat duoc tac dung duogc ly, sinh 1y, trén da
hodc thim my & dbi tugng can xur ly. Tac dung c6 thé 14 phong ngira xét vé viéc phong
ngtra hoan toan hodc mot phﬁn tinh trang hoéc bénh hodc 161 loan hoic triéu chimg ctiia
né va/hodc c6 thé 1a diéu tri xét vé viéc chita khoéi mot phén hoac hoan toan dbi véi tinh
trang hodc bénh hodc rbi loan va/hoic triéu ching hodc tic dong bét loi dugc cho 1a do
tinh trang hoac bénh hodc rbi loan gay ra. Vi du, c4c thuat ngit nay co thé chi su diéu tri
hodc phong ngira bt ky déi voi tinh trang hodc bénh ¢ ddi tuong can thiét (vi du, dong
vat ¢6 vu, nhu nguoi), va bao gf“)m: (a) phong ngura tinh trang hodc bénh, r6i loan hoic
triéu chiing cua no xuét hién & d6i twong ma co thé dan dén tinh trang hodc bénh hodc
161 loan nhung con chua dugc chan doan 12 bi mac; (b) tc ché tinh trang hodc bénh, roi
loan hodc triéu chiing ctia nd, nhu lam dung sy phat trién ctia n6; va (c) lam giam, thuyén
giam hodc cai thién tinh trang hodc bénh hodc r6i loan hodc triéu ching ctia no, vi du
nhu, dan dén sy thoai lui cua tinh trang hodc bénh hodc 161 loan hodc triéu ching cua
no.

Thuét ngit “luong hiéu qua” nhu duge sit dung trong ban mo ta nay nghia la,
lugng thudc hodc tac nhan diéu tri hodc dugc pham ma s& gay ra dap ung sinh hoc hodc
y hoc & md, hé théng, dong vat hodc & ngudi ma dang duoc nhim t6i, chang han, béi

nha nghién ctru, bac si hodc bac si thu y.
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Thuét ngit “mudi dugc dung” nhu duge st dung trong ban md ta nay nghia la cac

mudi thich hop cho céc ing dung y hoc ¢6 anion hodc cation dugc dung.

Thuét ngit “lugng hiéu qua” hodc “lugng du”, nhu duge sir dung trong ban md ta
nay, dé chi hoat chit, dé chi luong can thiét dé gay ra dap tmg sinh hoc mong mudn.
Nhu duoc st dung trong ban md ta nay, "lugng hiéu qua duoc ly" hodc "liéu hiéu qua
duge Iy" dé chi lwong hodc khéi lugng ciia chit, hop chat, nguyén liéu, hodc ché pham
chira hop chit ma it nhit du dé tao ra tac dung tri liéu c6 thé phét hién dugc. Tac dung
nay c6 thé dugc phat hién bang phuong phép thir nghiém bét ky da biét trong linh vuc
nay. Luong hiéu qua chinh xac cho d6i twong s& phu thudc vao thé trong, kich thuéc va
sire khoe cua dbi tuong; ban chit va mirc do cia tinh trang bénh; va duong dung duoc

lua chon dé diéu tri.

Thuét ngit “d6i trong” nhu duge st dung trong ban mod ta nay bao gbém dong vat
c6 vi. Dong vat 6 v ¢6 thé 13, vi du, dong vat c6 va bat ky, vi du, ngudi, linh truong,
chim, chudt nhat, chudt céng, ga, cho, meo, bo, ngua, dé, lac da, clru hodc lgn. Theo

mot sO phuong an, dong vat c6 va 1a nguoi.

Thuét nglt “trang thai gin vé thoi gian” nhu dugc st dung trong ban md ta nay
dé chi viéc diing mot tac nhan didu tri (vi dy, hop chit A hodc duge pham duge boc 10
trong ban mo ta nay) dién ra trong mot khoang thoi gian trudc hodc sau khi dung tac
nhan diéu tri khac (vi du, mot hodc nhiéu tac nhéan diéu tri bd sung), sao cho tac dung tri
liéu cia mt tac nhan diéu tri chdng 1én tac dung tri liéu clia tac nhan diéu tri khéc. Theo
mot sb phuong an, tic dung tri liéu cla mt tac nhan diéu tri chéng hoan toan véi tac
dung tri li¢u cta tdc nhin diéu tri khac. Theo mot s6 phuong an, “trang thai gén vé thoi
gian” nghia 13, vi¢c dung mot tac nhan diéu tri dién ra trong mot khoang thdi gian trude
hoic sau khi ding tac nhan diéu tri khac, sao cho c6 tc dung hop luc gitra mdt tic nhéan
didu tri va tac nhan didu tri khac. “Trang thai gin vé thoi gian” c6 thé thay ddi theo nhiéu
yéu td khéc nhau, bao gém nhung khong chi giéi han ¢, do tudi, gidi tinh, thé trong, nén
di truyén, tinh trang bénh, tién st bénh, va tién st diéu tri cua dbi twong ma céc tdc nhan
diéu tri can duoc dung cho dbi tugng nay; bénh hodc tinh trang can dugc diéu tri hodc
cai thién; hiéu qua tri liéu cn dat dwgc; liéu lugng, tan suit ding licu, va thoi gian ding

lidu cua cac tac nhan diéu tri; duge dong hoc va dugc luc hoc cla céc tdc nhan di€u tri;
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va (cac) duong dung ma tac nhan diéu tri dugc ding qua duong nay. Theo mot s6
phuong an, “trang théi gan vé thoi gian” nghia 1a trong vong 15 phut, trong vong 30
phut, trong vong mot gio, trong vong hai gio, trong vong bbn gio, trong vong sau gio,
trong vong tdm gio, trong vong 12 giv, trong vong 18 gio, trong vong 24 gio, trong vong
36 gio, trong vong 2 ngay, trong vong 3 ngay, trong vong 4 ngay, trong vong 5 ngay,
trong vong 6 ngay, trong vong mot tudn, trong vong 2 tuén, trong vong 3 tuan, trong
vong 4 tuan, trong vong 6 tuan, hodc trong vong 8 tuan. Theo mot s6 phuong 4n, viéc
dung nhiéu 14n mot tac nhan diéu tri c6 thé dién ra & trang thai gﬁn vé thoi gian v6i viéc
dung mot 1an duy nhit tac nhan dilu tri khac. Theo mot s6 phwong 4n, trang thai gan vé

thoi gian c6 thé thay d6i trong chu trinh didu tri hodc trong phac d6 dung liéu.

Thuét ngit “bo kit” nhu duge sir dung trong ban mo ta nay dé chi t6 hop cua cac
thanh phan, nhu t6 hop ciia ché phim trong ban mo ta nay va thanh phan khéc nhim
muc dich, bao gém, nhung khong chi giéi han &, hoan nguyén, hoat hda va dung cu/thiét
bi dé phan phdi, ding, chin do4n va danh gia hoat tinh hodc dac tinh sinh ly. B¢ kit tiry
¥ bao gdm ca cac hudéng dan sir dung.

~, GG

Thu4t ngit “ta4 duge” nhu dugce st dung trong ban mo ta nay dé chi chét hoa tan,

chét chéng oxy héa hogc chat nhii hoa.

Dugc phdm

Theo mét s6 phuong 4n, dugc pham theo sing ché chira hop chit A hoic mudi

duoc dung cta hop chat nay.

Theo mot s6 phuong 4n, khdi lugng ctia dugc phdm nam trong khoang tir khoang
10 mg dén khoang 10g, tir khoang 20 mg dén khoang 5 g, tir khoang 50 mg dén khoang
2 g, trkhoang 100 mg dén khoang 1 g, tirkhoang 200 mg dén khoang 800 mg, tir khoang
300 mg dén khoang 700 mg, tir khodng 350 mg dén khoang 650 mg, tir khoang 400 mg
dén khoang 600 mg, tir khodng 450 mg dén khoang 550 mg, tir khoang 460 mg dén
khoang 540 mg, tir khoang 470 mg dén khoang 530 mg, tir khoang 480 mg dén khoang
520 mg, hoac tir khoang 490 mg dén khoang 510 mg. Theo mdt s phuong én, khoi

lwong cua duge pham 1a khoang 500 mg.
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Theo mét sd phwong 4n, khéi luong ctia duge phim nam trong khoang tr 500 mg

dén 1600 mg; cu thé tir 800 mg dén 1200 mg.

Theo mét s phuong 4n, ndng do cia hop chét A hodc mudi duge dung ciia hop
chét nay trong dugc phim nam trong khoang tir khoang 0,1% khéi lugng/khdi lugng
dén khoang 50% khdi lwong/khéi lugng, tir khoang 0,2% khéi lwong/khdi luong dén
khodng 40% khdi luvong/khéi lugng, tir khoang 0,3% khdi lwgng/khdi lugng dén khoang
30% khéi lwgng/khdi Iuong, tir khoang 0,5% khdi lugng/khdi lugng dén khoang 20%
khéi lugng/khéi luong, tir khoang 0,8% khéi lwgng/khdi lugng dén khoang 15% khoi
luong/khéi Iwong, hodc tir khoang 1% khdi lugng/khdi lugng dén khoang 10% khdi
luong/khéi luong. Cu thé tir 5% khdi lugng/khdi luong dén 10% khéi lugng/khdi lugng.

Theo mét sb phuong an, lugng hop chit A hoic mubi duoc dung ciia hop chat
nay trong dugc pham nam trong khoang tir khoang 1 mg dén khoang 500 mg, tir khoang
1 mg dén khoang 250 mg, tr khoang 1 mg dén khoang 100 mg, tir khoéng 2 mg dén
khoang 50 mg, tir khoang 3 mg dén khoang 40 mg, tir khoang 4 mg dén khoang 30 mg,
hodc tir khoang 5 mg dén khoang 29 mg.

Theo mét sé phuong an, lugng hop chét A hodc mudi dugc dung ctia hop chét
nay trong dugc pham 12 khoang 5 mg, khoang 6 mg, khoang 7 mg, khoang 8 mg, khoang
9 mg, khoang 10 mg, khoang 11 mg, khoang 12 mg, khoang 13 mg, khoang 14 mg,
khoang 15 mg, khoang 16 mg, khoang 17 mg, khoang 18 mg, khoang 19 mg, khoang 20
mg, khoang 21 mg, khoang 22 mg, khoang 23 mg, khoang 24 mg, khoang 25 mg, khoang
26 mg, khoang 27 mg, khoang 28 mg, hodc khoang 29 mg.

Theo mét sé phuong an, duge pham theo sang ché chira hop chit A.

Theo mdt sd phuong 4n, ndng do cta hop chét A trong dugc pham nim trong
khoang tir khoang 0,1% khéi lugng/khdi lugng dén khoang 50% khdi luong/khoi lugng,
tir khoang 0,2% khéi lugng/khdi luong dén khoang 40% khdi luong/khdi luong, tir
khoang 0,3% khéi luong/khdi luong dén khoang 30% khdi lugng/khéi lugng, tir khoang
0,5% khéi lwong/khdi lugng dén khoang 20% khéi luong/khdi Iuong, tir khodng 0,8%
khéi lugng/khdi Iwgng dén khoang 15% khdi lwgng/khéi lugng, hogc tir khoang 1% khoi
lugng/khéi luong dén khoang 10% khdi lugng/khdi luong.
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Theo mét sb phuong 4n, lugng hop chét A trong duoc pham nam trong khoang
tir khoang 1 mg dén khoang 500 mg, tir khoang 1 mg dén khoang 250 mg, tir khoang 1
mg dén khoang 100 mg, tir khoang 2 mg dén khoang 50 mg, tir khodng 3 mg dén khoang
40 mg, tir khoang 4 mg dén khoang 30 mg, hodc tir khoang 5 mg dén khoang 29 mg.

Theo mdt sé phuong an, lugng hop chét A trong dugc pham 1a khoang 5 mg,
khoang 6 mg, khoang 7 mg, khoang 8 mg, khoang 9 mg, khoang 10 mg, khoang 11 mg,
khoang 12 mg, khoang 13 mg, khoang 14 mg, khoang 15 mg, khoéng 16 mg, khoang 17
mg, khoang 18 mg, khoang 19 mg, khoang 20 mg, khoang 21 mg, khoang 22 mg, khoang
23 mg, khoang 24 mg, khoang 25 mg, khoang 26 mg, khoang 27 mg, khoang 28 mg,
hodc khoang 29 mg.

Theo mot sé phwong 4an, lugng hop chit A trong dugc phim nim trong khoang

tir 10 mg dén 80 mg. Cu thé 13 10 mg, 25 mg, 40 mg hodc 60 mg.

Theo mot sé phuong 4n, lidu lugng hang ngay cta hop chét A trong dugc phim
nam trong khoang tir 25 mg dén 160 mg/ ngay. Cu thé 1a 25 mg, 40 mg, 60 mg, 80 mg,
100 mg, 120 mg va 160 mg/ngay.

Vi du vé hgp chat A va cac mudi duge dung cta nd bao gém, nhung khong chi

gi6i han &, cdc hop chét dugc md ta trong tai lidu WO/2007/028654, patent M§ s6
8,093,242, va tai liéu WO/2011/023733.

Theo mot sé phuong 4n, hop chét A 1a & dang tinh thé. Theo mot s6 phuong 4n,
hop chét A 1a & dang tinh thé nhu dugce boc 16 trong tai liéu WO2011023733, vi du, c6
2 goc theta xuit hién tai 4,3+0,1, 7,9+0,1, 9,8+0,1, 10,7+0,1, 10,8+0,1, 13,3%0,1,
14,0+0,1, 15,1+0,1 d9g, cac goc nay 1an luot twong g véi khoang cach d tai 20,4, 11,1,
9,0, 8.3, 8.2, 6,6, 6,3 va 5,9 Angstrom (A) (“dang 17).

Phuong phap diéu ché hop chét A va cac mudi duge dung ciia né bao gdm, nhung
khong chi gi6i han &, cac hop chit dugc mo ta trong tai lidu WO/2007/028654, patent
M5 s6 8,093,242, va tai liéu WO/2011/023733.

Chét hoa tan
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Duoc pham theo sing ché chira chit hoa tan duoc chon tir caprylocaproyl
polyoxyl-8 glyxerit (Labrasol ALF), glyxerol monocaprylocaprat (Capmul MCM), dau
thau dau polyoxyl 35 (Kolliphor EL), Polysorbat 80 (Tween 80), hodc cac hdn hop clia

chung.

Theo mét sd phurong 4n, ndng do cua chat hoa tan nam trong khoang tir khoang
70% khéi lugng/khéi lwong dén khoang 99,9% khdi lugng/khdi lugng, tir khoang 75%
khéi lugng/khéi luong dén khoang 99,7% khdi lugng/khdi lugng, tir khoang 80% khdi
lwong/khéi luong dén khodng 99,5% khéi lugng/khi luong, tir khoang 85% khoi
luong/khéi lwong dén khoang 99,2% khéi lugng/khdi lugng, hoge tir khoang 90% khéi
lugng/khéi luong dén khoang 99% khéi luong/khdi lugng.

Theo mot sé phwong 4n, ndng do cua chét hoa tan nam trong khoang tir khoang
50% khdi luong/khdi luong dén khoang 99% khdi lwgng/khéi lugng, tir khoang 55%
khéi lugng/khdi lrong dén khoang 95% khéi lugng/khéi lugng, tir khoang 60% khdi
luong/khéi luong dén khoang 90% khdi luong/khdi luong, tir khoang 65% khéi
lvong/khéi luvong dén khoang 85% khdi luong/khdi luong, tir khoang 67% khéi
lwong/khdi Iwong dén khoang 82% khdi lugng/khéi lugng, hode tir khoang 69% khoi
luong/khéi lvong dén khoang 79% khéi lugng/khdi lugng.

Theo mot sd phuong 4n, ndng do cua chat hoa tan nam trong khoang tir khoang
35% khéi lwong/khéi luong dén khoang 95% khdi luong/khdi luong, tir khoang 40%
khéi lugng/khéi luong dén khoang 90% khéi lugng/khdi luong, tir khoang 45% khoi
luong/khbi luong dén khodng 85% khdi lwong/khdi luong, tir khoang 55% khoi
 luong/khdi luong dén khodng 80% khdi luong/khdi luong, tir khoang 60% khoi
luong/khéi lwong dén khoang 75% khdi lwgng/khdi lugng, hodc tir khoang 62% khoi
luong/khdi lwgng dén khoang 72% khdi lugng/khdi luong.

Theo mét sb phuong an, noéng do cla chét hoa tan nim trong khoang tir khoang
15% khéi luong/khdi lugng dén khoang 70% khdi luong/khdi luong, tir khoang 20%
khéi lugng/khéi luong dén khoang 65% khdi lugng/khdi lugng, tir khoang 25% khoi
luong/khéi lwong dén khoing 60% khéi luong/khéi lugng, tir khoang 30% khéi
luong/khéi lwong dén khoang 55% khéi lwong/khdi luong, tir khoang 35% khdi
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lwgng/khdi luong dén khoang 50% khéi lwong/khdi lugng, hodc tir khoang 37% khéi
lwong/khbi lwong dén khoang 47% khdi lwong/khdi lwong.

Theo mot sb phuong 4n, ndng do cla chét hoa tan nam trong khoang tir khoang
15% khdi lwong/khdi luong dén khoang 60% khdi luong/khdi luong, tir khoang 20%
khéi luong/khdi luong dén khoang 65% khéi lwong/khdi luong, tir khoang 20% khbi
lwong/khdi Iwong dén khoang 55% khdi luong/khdi luong, tir khoang 25% khoi
lwong/khdi lwong dén khoang 50% khéi lwong/khdi luong, tir khoang 30% khéi
lwong/khéi luong dén khoang 45% khdi lwong/khéi lugng, hodc tir khoang 32% khoi
luong/khdi lvong dén khoang 42% khéi lugng/khdi luong.

Theo mot sd phuong an, ndng do ctia chat hoa tan nam trong khoang tir khodng
10% khéi lwong/khdi luong dén khoang 50% khdi lwong/khdi luong, tir khoang 15%
khéi luong/khdi luong dén khoang 45% khéi lugng/khbi luong, tir khoang 20% khoi
luong/khéi lwong dén khoang 40% khdi lwong/khdi lugng, tir khoang 22% khoi
lugng/khdi luong dén khoang 37% khéi lugng/khdi luong, hodc tir khoang 24% khoi
luong/khdi lvong dén khoang 34% khdi lwgng/khdi luong.

Theo mét sb phuwong 4n, ndng do clia chét hoa tan nam trong khoang tir khoang
5% khéi lugng/khéi lugng dén khoang 40% khdi luong/khdi lugng, tir khoang 8% khoi
lwong/khdi luong dén khoang 35% khéi lwong/khéi lugng, tir khoang 10% khdi
lwgng/khdi lwong dén khoang 30% khdi lwong/khi lugng, tir khoang 12% khoi
lwong/khéi Iwong dén khoang 27% khéi lugng/khéi lugng, hogc tir khoang 14% khéi
luong/khdi lvong dén khoang 24% khéi lugng/khdi luong.

Theo mét s phuong an, ndéng do clia chét hoa tan nam trong khoang tir khoéng
3% khéi luong/khéi luong dén khoang 25% khéi lugng/khdi lugng, tir khoang 4% khoi
lwong/khbi luwong dén khoang 20% khéi luong/khdi lwong, tir khoang 5% khoi
lwong/khéi lwong dén khoang 17% khéi luong/khdi lwong, tir khoang 6% khoi
lwong/khdi luong dén khoang 14% khdi lugng/khdi lugng, hode tir khoang 7% khoi
luong/khdi lugng dén khoang 13% khéi lugng/khdi lugng.

Chét hoa tan thich hop, ma duge md ta & day, bao gbm, nhung khong chi giGi
han &, chét hoa tan bat ky hodc hdn hop cta [véi s6 dang ky CAS duge thé hién trong
ngodc don]: sap nhii héa anion [8014-38-8] con dugc goi la Collone HV, Crodex A,
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Cyclonette Wax, Kerawax, Lanette SX, Lanette W. Benzalkoni clorua
(alkyldimetyl(phenylmetyl) amoni clorua [8001-54-5]) con dugc goi 1a Hyamine 3500,
Pentonium, Zephiran. Benzethoni  clorua  (V,N-Dimetyl-N-[2-[2-4-(1,1,3,3-
tetrametylbutyl)phenoxy]etoxy]etyl]-benzen-metanamini ~ clorua  [121-54-0], p-
diisobutylphenoxyetoxyetyl dimetyl benzyl amoni clorua monohydrat [5929-09-9]).
Rugu benzylic (benzenmetanol [100-51-6]). Benzyl benzoat (phenylmetyl este cta axit
benzoic [120-51-4]). Betadex sulfobutyl ete natri (B-xyclodextrin sulfobutylete, mudi
natri [182410-00-0]) con dugc goi 14 ADVASEP-7, Capitsol. Xetylpyridini clorua (1-
hexadexylpyridini clorua [123-05-5], 1-hexadexylpyridini clorua monohydrat [6004-
24-6]) con duoc goi la Cepacol, Cepacol clorua, Cetamiun, Dobendan, Medilave,
Pristacin, Pyrisept. Nhua cholestyramin (cholestyramin [11041-12-6]) con dugc goi la
DUOLITE AP143, Purolite A430MR. Xyclodextrin (a-xyclodextrin [10016-20-3], -
xyclodextrin [7585-39-9], y-xyclodextrin [17465-86-0]) con dugc goi la Cavitron,
Encapsin, Cavamax W6 Pharma, Cavamax W7 Pharma, Cavamax W8 Pharma, E459,
Kleptose). Dietylen glycol monoetyl ete (2-(2-etoxyetoxy)etanol [111-90-0]) con dugc
goi 1a Carbitol, Transcutol HP, Transcutol P. Dimetyl-B-xyclodextrin (di-O-metyl-p-
xyclodextrin [51166-71-3]). Axit fumaric (axit (E)-2-butenedioic [110-17-8]). Glyxeryl
monocaprylat (1,3-dihydroxy-2-propanyl octanoat [26402-26-6]) con duge goi la
Imwitor 308. Glyxeryl laurat (2,3-dihyroxypropyl dodecanoat [142-18-7]) con dugc goi
la Aldo MLD KFG, Cithrol GML, Colonial Monolaurin, Imwitor 312, Lauricidin,
Lumulse GML K, Ultrapure GML. Glyxeryl dilaurat (2-dodecanoyloxy-3-
hydroxypropyl) dodecanoat [17598-94-6; 27638-00-2]) con dugc goi 1a Capmul GDL.
Glyxeryl linoleat (2,3-dihydroxypropyl (9Z,12Z)-octadeca-9,12-dienoat [2277-28-3;
26545-74-4]) con dugc goi la Maisine. Glyxeryl monostearat (axit octadecanoic,
monoeste voi 1,2,3-propanetriol [31566-31-1]) con duge goi la Capmul GMO-50K,
Cutina GMS V, Dermowax GMS, DUBCARE GMS, Emalex GMS, Imwitor 191,
Imwitor 491, Imwitor 900, Imwitor 900K, Kessco GMS, Lonzest GMS, Myvaplex
600P, Myvatex, Protachem GMS-450, Rheodol MS-165V, Starfol GMS, Stepan GMS,
Tegin 90, Tegin 503, Tegin 515, Tegin 4100, Tegin M, Ultimate GMS. Mono- va di-
glyxerit cia axit béo (chu yéu 1a caprylic va capric) (mono- va di-glyxerit, glyxerol

monocaprylocaprat Type I, glyxeryl monocaprlocaprat Type 1) con dugc goi 1a Capmul
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MCM , Imwitor 988. Mono-, di va tri- glyxerit cia axit béo [73398-61-5] con dugc goi
1a Imwitor 742. Hydroxypropyl betadex (B-xyclodextrin, 2-hydroxypropyl ete [94035-
02-6; 128446-35-5]) con dugc goi la Cavasol W7 HP Pharma, Kleptose HPB.
Hydroxyetyl-B-xyclodextrin (B-xyclodextrin, 2-hydroxyetyl ete [98513-20-3; 128446-
32-2]). Hypromelloza (xenluloza, 2-hydroxypropyl metyl ete [9004-65-3]) con dugc goi
12 Anycoat C, Benecel hypromelloza, BonuCel, Headcel xenluloza, Mecellose,
Methocel, Metolose, Pharmacoat, Rutocel, Vivapharm HPMC. Rugu lanolin [8027-33-
6] con duge goi la Argowax, Lanis AL, Lantrol 1780, Ritawax, Super Hartolan. Lexithin
[8002-43-5; 8030-76-01; 93685-90-6] con duge goi 1a Coatsome NC, E322, Epikuron,
Lecigran, Lipoid, Phosal 53 MCT, Phospholipon 100 H, ProKote LSC, Sternfine,
Sternpur, Topcithin, Yelkin. Axit linoleic (axit (Z,Z)-9,12-octadecadienoic [60-33-3])
con duge goi 1a Emersol 310, Emersol 315, Pamolyn, Polylin No. 515. Meglumin (1-
deoxy-1-(metylamino)-D-gluitol [6284-40-8]). Metylpyrolidon (1-metylpyrolidin-2-on
[872-50-4]) con dugc goi 1a M-Pyrol, Pharmasolve. Niaxinamit (3-pyridincacboxamit
[98-92-0]) con duge goi 1a vitamin B3. Sap nhii hoa khong ion [97069-99-0] con dugc
goi 1a Collone NI, Crodex N, Emulgade 1000NI, Kerawax, Lipowax P, Masurf
Emulisfying Wax, Permulgin D, Polawax, Ritachol 2000, T-Wax. Axit oleic (axit (Z)-
9-octadexenoic [112-80-1]) con dugc goi la Crodolene, Crossential 094, Emersol,
Glycon, Groco, Hy-Phi, Industrene, Metaupon, Neo-Fat, Priolene. Ruou oleyl ((2)-9-
octadecen-1-ol [143-28-2]) con dugc goi la HD-Eutanol V PH, Novol, Ocenol. Cac
phospholipit con duoc goi 1a Coatsome, Lipoid, PhosphoLipid véi cac vi du cu thé nhu
Dilauroyl phosphatidylcholin [18194-25-7] con duoc goi la Coatasome MC-2020,
PhosphoLipid-DPAPC; Dimyristoyl phosphatidylcholin [18194-24-6] con duoc goi la
Coatasome MC-4040, Lipoid PC 14:0/14:0 (DMPC), PhospoLipid-DMPC; Dipalmitoyl
phosphatidylcholin [63-89-8] con dugc goi la Coatasome MC-6060, Lipoid PC
16:0/16:0 (DPPC), PhospoLipid-DPPC; Distearoyl phosphatidylcholin [816-94-4] con
duoc goi 1a Coatasome MC-8080, Lipoid PC 18:0/18:0 (DSPC), PhospoLipid-DSPC;
Dioleoyl phosphatidylcholin [4235-95-4] con dugc goi la Coatasome MC-8181, Lipoid
PC 18:1/18:1 (DOPC), PhospoLipid-DOPC; Dierucoyl phosphatidylcholin [51779-95-
4] con duge goi 1a PhospoLipid-DERPC; Palmitoyloleoyl phosphatidylcholin [26853-
31-6] con dugc goi la Coatasome MC-6081, PhospoLipid-POPC; Dimyristoyl
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phosphatidylglyxerol, mudi natri [67232-80-8] con dugc goi la Coatasome MG-
4040LS, Lipoid PG 14:0/14:0 (DMPG), PhospoLipid-DMPG; Dipalmitoyl
phosphatidylglyxerol, mubi natri [67232-81-9] con duge goi 1a Coatasome MG-
6060LS, Lipoid PG 16:0/16:0 (DPPG), PhospoLipid-DPPG; Distearoyl
phosphatidylglyxerol, mubi natri [67232-82-0] con duge goi 1a Coatasome MG-
8080LS, Lipoid PG 18:0/18:0 (DSPG), PhospoLipid-DSPG;  Dioleoyl
phosphatidylglyxerol, mubi natri [62700-69-0] con duoc goi la Lipoid PG 18:1/18:1
(DOPG), PhospoLipid-DOPG; Palmitoyloleoyl phosphatidylglyxerol, mudi natri
[81490-05-3] con dugc goi la Lipoid PG 16:0/18:1 (POPG), PhospoLipid-POPG;
Dimyristoyl phosphatidyletanolamin [998-07-02] con dugc goi la Coatasome ME-4040,
Lipoid PE 14:0/14:0 (DMPE); Dipalmitoyl phosphatidyletanolamin [923-61-5] con
dugc goi la Coatasome ME-6060, Lipoid PE 16:0/16:0 (DPPE); Distearoyl
phosphatidyletanolamin [1069-79-0] con dugc goi 1a Coatasome ME-8080, Lipoid PE
18:0/18:0 (DSPE); Dioleoyl phosphatidyletanolamin [4004-05-1] con duoc goi la
Coatasome ME-8181, Lipoid PE 18:1/18:1 (DOPE); Dimyristoyl axit phosphatidic,
mubi natri [80724-31-8] con duge goi 12 Coatasome MA-4040LS; Dipalmitoyl axit
phosphatidic, mudi natri [74427-52-4] con duoc goi 1a Coatasome MA-6060LS, Lipoid
PA 16:0/16:0 (DPPA); Distearoyl axit phosphatidic, mudi natri [108321-18-2] con dugc
goi 1a Coatasome MA-8080LS, Lipoid PA 18:0/18:0 (DSPA); Dioleoyl
phosphatidylserin, mubi natri [70614-14-1] con dugce goi 1a Coatasome MS-8181LS.
Nhua polacrilex [copolyme cua axit metacrylic va divinylbenzen [50602-21-6; 80892-
32-6] con dugc goi la Amberlite IRP-64. Cac poloxamer copolyme khéi (a-hydro-o-
hydroxypoly(oxyetylen)poly(oxypropylen)poly(oxyetylen) [9003-11-6]) con dugc goi
la Lutrol, Monolan, Pluracare, Pluronic, Supronic, Surfonic, Synperonic. Cac
polymetacrylat con dugc goi 1a Acryl-EZE, Drugcoat, Eastacryl, Eudragit, Kollicoat
MAE with specific examples Poly(butyl metacrylat, (2-dimetylaminoetyl) metacrylat,
metyl metacrylat) 1:2:1 [24938-16-7] con duoc goi 1a Eudragit E 100, Eudragit E 12,5,
Eudragit E PO; Poly(etyl acrylat, metyl metacrylat) 2:1 [9010-88-2] con duge goi la
Eudragit NE 30 D, Eudragit NE 40 D, Eudragit NM 30 D; Poly(axit metacrylic, metyl
metacrylat) 1:1[25806-15-1] con dugc goi 1a Eudragit L 100, Eudragit L 12,5; Poly(axit
metacrylic, etyl acrylat) 1:1 [25212-88-8] con duoc goi 1a Acryl-EZE 93A, Acryl-EZE
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MP, Eudragit L 30 D-55, Eudragit L 100-55, Eastacryl 30D, Kollicoat MAE 30 DP,
Kollicoat MAE 100 P; Poly(axit metacrylic, metyl metacrylat) 1:2 [25086-15-1] con
duoc goi 14 Eudragit S 100, Eudragit S 12,5, Eudragit FS 30D; Poly(etyl acrylat, metyl
metacrylat, metacrylic) 7:3:1 [33434-24-1] con duoc goi la Eudragit RL 100, Eudragit
RL PO, Eudragit RL 30 D, Eudragit RL 12,5, Eudragit RS 100, Eudragit RS PO,
Eudragit RS 30 D, Eudragit RS 12,5. Céc polyoxyetylen alkyl ete (polyetylen glycol
monocetyl ete [9004-95-9], polyetylen glycol monolauryl ete [9002-92-01], polyetylen
glycol monooley [9004-98-2] ete, polyetylen glycol monostearyl ete [9005-00-9]) con
dwogc goi 1a Brij, Cremophor A, xyclogol 1000, Emalex, Emulgen, Ethosperse, Genapol,
Hetoxol, Hostacerin, Jeecol, Lipocol, Lumulse, Nikkol, Procol, Ritholeth, Ritox v6i cac
vi du cu thé nhu Cetomacrogol 1000 con dugc goi 1a Cresmer 1000; Polyoxyl 6
xetostearyl ete con dugc goi la Ceteareth 6, Cremephor A6; Polyoxyl 20 xetostearyl ete
con dugce goi 1a Brij CS-20, Ceteareth 20, Cremephor A20 polyete, Genapol T200,
Hetoxol CS-20, Jeecol CS-20, Lipocol SC-20, Lumulse CS-20, Ritacet 20; Polyoxyl 25
xetostearyl ete con duge goi la Brij CS25, Ceteareth 25, Cremephor A25, Hetoxol CS-
25; Polyoxyl 2 xetyl ete con dugc goi 12 Brij C2, Hetoxol CA-2, Jeecol CA-10, Lipocol
C-2, Nikkol BC-2, Procol CA-2; Polyoxyl 10 xetyl ete con duoc goi la Brij C10, J eecol
CA-10, Lipocol C-10, Nikkol BC-10TX, Procol CA-10; Polyoxyl 20 xetyl ete con duoc
goi 1a Brij C20, Hetoxol CA-20, Jeecol CA-20, Lipocol C-20, Nikkol BC-20TX;
Polyoxyl 26 glyxeryl ete con dugc goi 1a Ethosperse G-26, Genapol G-260, Glycereth-
26, Hetoxide G-26, Jeechem GL-26; Polyoxyl 4 lauryl ete con dwugc goi 1a Brij L4,
Ethosperse LA-4, Genapol LA 040, Hetoxol LA-4, Jeecol LA-4, Lipocol L-4, Lumulse
L-4, Nikkol BL-4,2, Procol LA-4; Polyoxyl 9 lauryl ete con dugc goi la Brij L9, Hetoxol
LA-9, Jeecol LA-9, Nikkol BL-9EX; Polyoxyl 12 lauryl ete con dugc goi la Hetoxol
LA-12, Jeecol LA-12, Lipocol L-12, Lumulse L-12, Procol LA-12; Polyoxyl 23 lauryl
ete con dugc goi 1a Brij 123, Ethosperse LA-23, Genapol LA 230, Hetoxol LA-23,
Jeecol LA-23, Lipocol L-23, Lumulse 1.-23, Procol LA-23, Ritox 35; Polyoxyl 2 oleyl
ete con duoc goi 1a Brij 02, Genapol O 020, Jeecol OA-2, Lipocol O-2, Nikkol BO-2V,
Procol OA-2, Ritoleth 2; Polyoxyl 10 oleyl ete con dugc goi 1a Brij O10, Genapol O
100, Hetoxol OA-10, Jeecol OA-10, Lipocol O-10, Nikkol BO-10V, Procol OA-10,
Ritoleth 10; Polyoxyl 20 oleyl ete con dugc goi la Brij 020, Genapol O 200, Jeecol OA-
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20, Lipocol 0-20, Nikkol BO-20V, Procol OA-20, Ritoleth 20; Polyoxyl 2 stearyl ete
con duge goi 1a Brij S2, Genapol HS 020, Hetoxol STA-2, Jeecol SA-2, Lipocol S-2,
Nikkol BS-2, Procol SA-2; Polyoxyl 10 stearyl ete con dugc goi la Brij S10, Hetoxol
STA-10, Jeecol SA-10, Lipocol S-10, Procol SA-10; Polyoxyl 20 stearyl ete con dugc
goi 1a Brij S20, Jeecol SA-20, Lipocol S-20; Polyoxyl 21 stearyl ete con dugc goi la Brij
S721, Jeecol SA-21, Lipocol S-21, Ritox 721; Polyoxyl 100 stearyl ete con duge goi la
Brij $100, Hetoxol STA-100, Jeecol SA-100. Cac dAn xut polyoxyetylen dau thau dau
(ddu thdu diu dugc polyetoxy hoa [61791-12-6]) con duge goi la Acconon, Etocas,
Eumulgin, Jeechem, Kolliphor, Lipocol, Lumulse, Nikkol, Protachem, Simulsol v61 cac
vi du cu thé nhu dau thau dau polyoxyl 5 con duoc goi la Etocas 5, Hetoxide C-5,
Jeechem CA-5, Lumulse C0-5; dau thiu dau polyoxyl 9 con duge goi la Jeechem CA-
9, Protachem CA-9; dau thiu dau polyoxyl 15 con duoc goi la Etocas 15, Jeechem CA-
15, Protochem CA-15; dAu thau dau polyoxyl 35 con dugc goi 1a Etocas 35, Super
refined Etocas 35, Emulgin RO 35 PH, Kolliphor EL, Kolliphor ELP; dau thau dau
polyoxyl 40 con dugc goi la Acconon CA-40, Croduret 40, Etocas 40, Eumulgin RO 40,
Hetoxide C40, Jeechem CA-40, Lumulse CO-40, Marlowet R40, Nikkol CO 40TX,
Protochem CA-40; diu thau dau duge hydro hoa Polyoxyl 40 con dugc goi la Croduret
40, Eumulgin HRE 40PH, Hetoxide HC40, Jeechem CAH-40, Kolliphor RH 40, Lipocol
HCO-40, Lipocol LAV HCO-40, Lumulse HCO 40, Nikkol HCO 40 Pharma,
Protachem CAH-40; diu thau du polyoxyl 60 con dugc goi 1a Jeechem CA-60, Nikkol
CO 60TX; dau thau dau dugc hydro hoa Polyoxyl 60 con dugc goi la Croduret 60,
Eumulgin HRE 60, Hetoxide HC60, Jeechem CAH-60, Kolliphor RH 60, Lipocol HCO-
60, Nikkol HCO 60, Protachem CAH-60; dau thau dau polyoxyl 100 con dugc goi la
Jeechem CA-100; diu thdu dau dugc hydro héa Polyoxyl 100 con duoc goi la Jeechem
CA-100, Nikkol HCO 100; dau thiu dau polyoxyl 200 con dugc goi 1a Hetoxide C200,
Jeechem CA200; diu thiu dau dugc hydro héa Polyoxyl 200 con duoc goi la Jeechem
CAH-200. Este cua axit béo voi polyoxyetylen sorbitan véi cac vi du cu thé nhu
Polysorbat 20 (polyoxyetylen 20 sorbitan monolaurat [9005-64-5]), con dugc goi la
Alkest TW20, Armotan PML20, Atmer 110, Cremophor PS 20, Crillet 1, Crillet 1 HP,
Crillet 1 HPW, Drewmulse, Durfax 20, E432, Eumilgin SML 20, Glyosperse L-20,
Hetsorb L-20E, Hodag PSML-20, Kaopan TW L120, Lamsorb SML-20, Liposorb L-
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20, Liposorb L-20K, Montanox 20, Nissan Nonion LT-221, Norfox Sorbo T20, POE-
SML, Protasorb L-20-K, Ritabate 20, Sorbax PML-20, Sorgen TW-20, T-Maz 20, T-
Maz 20K, Protasorb L-20, Tego SML-20, Tween 20, Tween 20HP, Tween 20L;
Polysorbat 21 (polyoxyetylen (4) sorbitan monolaurat [9005-64-5]) con duoc goi la
Crillet 11, Hodag PSML-4, Protasorb L-5, Tween 21; Polysorbat 40 (polyoxyetylen 20
sorbitan monpalmitate [9005-66-7]) con duoc goi la Atmer 112, Crillet 2, E434,
Eumulgin SMP, Glyosperse S-20, Hodag-PSMP-20, Lamesorb SMP-20, Liposorb P-
20, Lonzest SMP-20, Montanax 40, Protosorb P-20, Ritabate 40, Sorbax PMP-20,
Tween 40; Polysorbat 60 (polyoxyetylen 20 sorbitan monostearat [9005-67-8]) con
duogc goi la Alkest TW 60, Atlas 70K, Atlas Armotan PMS 20, Cremophor PS-60, Crillet
3, Crillet 3HP, Crillet 3 Super, Drewpone 60K, Durfax 60, Durfax 60K, E435, Emrite
6125, Eumulgin SMS, Glyosperse S-20 KFG, Hetsorb S-20E, Hodag PSMS-20, Hodag
SVS-18, Kaopan TWS120, Lamsorb SMS-20, Liposorb S-20, Liposorb S-20K, Lonzest
SMS-20, Montanox 60, Nikkol TS-10, Norfox Sorbo T-60, Polycon T60K, Protsorb S-
20, Ritabate 60, Sorbax PMS-20, T-Maz 60, T-max 60KHS, Tego SMS60, Tween 60,
Tween 60K, Tween 60 Veg, Tween 60 VS; Polysorbat 61 (polyoxyetylen (4) sorbitan
monostearat [9005-67-8]) con dugc goi 1a Crillet 31 102, Hetsorb S-4, Hodag PSMS-4,
Liposorb S-4, Protasorb S-4, Tween 61, Tween 61 N, Tween 61 V, Tween 61 Veg;
Polysorbat 65 (polyoxyetylen 20 sorbitan tristearat [9005-71-4]) con dugc goi la
Alkamuls PSTS-20, Crillet 35, E436, Glyosperse TS-20 KFG, Hodag-PSTS-20,
Lamsorb STS-20, Lanzet STS-20, Liposorb TS-20, Montonax 65, Protasorb STS-20,
Sorbax PTS-20, T-Maz 65K, Tween 65, Tween 65K, Tween 65 V; Polysorbat 80
(polyoxyetylen 20 sorbitan monooleat [9005-65-6]) con dugc goi 1a Alkest TW 80,
Atlas E, Atmer 116, Armotan PMO 20, Cremophor PS 80, Crillet 4, Crillet 4 HP, Crillet
4 Super, Crillet 50, Drewmulse POE-SMO, Drewpone 80K, Durfax 80, Durfax 80K,
E433, Emrite 6120, Eumulgin SMO, Glyosperse O-20, Hetsorb O-20E, Hodag PSMO-
20, Liposorb O-20, Liposorb O-20K, Montanox 80, Olethytan 20, Polysorbat 80,
Protasorb O-20, Ritabate 80, Sepitrap 80, Tego SMO-80, Tego SMO-80V, Tween 80,
Tween 80 HP, Tween 80K, Tween 80 LM, Tween 80 SP, Tween 80 V, Tween 80 Veg;
Polysorbat 81 (polyoxyetylen (5) sorbitan monooleat [9005-65-6]) con dugc goi 1a
Crillet 41, Hetsorb-O5E, Hodag PSMO-5, Protsorb O-5, Sorbax PMO-5, T-Maz 81,

25



42327 26/84

Tego SMO 81, Tween 81, Tween 81N; Polysorbat 85 (polyoxyetylen 20 sorbitan trioleat
[9005-70-3]) con duge goi la Alkamuls PSTO-20, Atmer 118, Crillet 45, Crillet 451D,
Glyosperse TO-20, Hetsorb TO-20E, Hodag PSTO-20, Liposorb TO-20, Lonzest STO-
20, Montanox 85, Protasorb TO-20, Sorbax PTO-20, Tego STO 85, Tween 85, Tween
85LM, Tween 85N, Tween 85V; Polysorbat 120 (polyoxyetylen 20 sorbitan
monoisostearat [66794-58-9]) con duoc goi 1a Crillet 6. Polyoxyl 15 hydroxystearat (2-
hydroxyetyl-12-hydroxyoctadecanoat [70142-34-6]) con duogc goi la Solutol HS 15.
Polyoxylglyxerit v6i céc vi du cu thé nhu Caprylocaproyl polyoxylglyxerit [73398-61-
5:223129-75-7] con dugc goi 1a caprylocaproyl polyoxyl-8 glyxerit, DUBCARE GPE
810, Labrasol ALF; Lauroyl polyoxylglyxerit [57107-95-6] con dugc goi la lauroyl
polyoxyl-6 glyxerit Gelucire 44/14, Labrafil M2130CS; Linoleoyl polyoxylglyxerit
[61789-25-1] con duge goi 1a linoleoyl polyoxyl-6 glyxerit, Labrafil M2125CS; Oleoyl
polyoxylglyxerit [68424-61-3; 9004-96-0] con duoc goi 1a oleoyl polyoxyl-6 glyxerit,
DUBCARE OLGA SF, Labrafil M1944CS; Stearoyl polyoxylglyxerit [1323-83-7;
9005-08-07] con duoc goi la stearoyl polyoxyl-32 glyxerit, Gelucire 50/13, Simulsol
L165 PHA. Polyvinyl axetat phthalat [34481-48-6]. Povidon (1-etenyl-2-pyrolidinon
homopolyme [9003-39-8]) con dugc goi la E1201, Kollidon, Plasdone, Povipharm.
Propylen glycol dilaurat (2-dodecanoyloxypropyl dodecanoat [22788-19-9]) con duoc
goi 1a Capmul PG-2L, E477, Emalex PG di-L. Propylen glycol monolaurat (1,2-
propandiol monolaurat [27194-74-7; 142-55-2]) con dugc goi la Capmul PG-12, Cithrol
PGML, E-477, Emalex PGML, Imwitor 412, Lauroglycol 90, Lauroglycol FCC,
Schercemol PGML, STELLIESTERS LPG. Pyrolidon (2-pyrolidinon [616-45-5]) con
duoc goi la Kollisolv PYR, Soluphor P. Natri bicarbonat (mudi mononatri cua axit
cacbonic [144-55-8]) con duoc goi 1a E500, Effer-Soda. Natri lauryl sulfat (mudi natri
cua axit sulfuric véi monododexyl este (1:1) [151-21-3]) con duoc goi l1a Elfan 240,
Texapon K 12P. Natri polystyren sulfonat (divinylbenzen copolyme véi styren, sulfonat
hoa, mudi natri [63182-08-1]) con duoc goi la AMBERLITE IRP69, Kayexalate,
Kionex, Resonium A, Solystat. Este sorbitan v6i cac vi du cu thé nhu Sorbitan
diisostearat (sorbitan diisooctadecanoat [68238-87-9]); Sorbitan dioleat ((Z,Z)-sorbitan
di-9-octadecanoat [29116-98-1)); Sorbitan monoisostearat (sorbitan

monoisooctadecanoat [71902-01-7]) con dugc goi la Arlacel 987, Crill 6, Montane 70;
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Sorbitan monolaurat (sorbitan monododecanoat [1338-39-2]) con dugc goi la Alkamuls
SML, Arlacel 20, Armotan ML, Crill 1, Dehymuls SML, E493, Emsorb 2515, Glycomul
L, Hodag SML, Liposorb 1.-80, Montane 20, Protachem SML, Sorbester P12, Sorbirol
L, Span 20, Tego SML; Sorbitan monooleat ((Z)-sorbitan mono-9-octadexenoat [1338-
43-8]) con duge goi 1a Ablunol S-80, Alkamuls SMO, Arlacel 80, Armotan MO,
Capmul O, Crill 4, Crill 50, Dehymuls SMO, Drewmulse SMO, Drewsorb 80K, E494,
Glycomul O, Emsorb 2500, Glycomul O, Hodag SMO, Lamesorb SMO, Liposorb O,
Montane 80, Nikkol SO-10, Nissan nonion OP-80R, Norfox Sorbo S-80, Polycon S80
K, Protosorb SMO, Protachem SMO, S-Maz 80K, Sorbester P17, Sorbirol O, Sorgen
40, Sorgen S-40-H, Span 80, Tego SMO; Sorbitan monopalmitat (sorbitan
monohexadecanoat [26266-57-9]) con dugc goi la Ablunol S-40, Arlacel 40, Armotan
MP, Crill 2, Dehymuls SMP, E495, Glycomul P, Hodag SMP, Lamesorb SMP, Liposorb
P, Montane 40, Nikkol SP-10, Nissan nonion PP-40R, Protachem SMP, Protosorb SMP,
Sorbester P16, Sorbirol P, Span 40; Sorbitan monostearat (sorbitan monooctadecanoat
[1338-41-6]) con duge goi la Ablunol S-60, Alkamuls SMS, Arlacel 60, Armotan MS,
Atlas 110K, Capmul S, Crill 3, Dehymuls SMS, Drewmulse SMS, Drewsorb 60K,
Durtan 60, Durtan 60K, E491, Famodan MS Kosher, Glycomul S FG, Glycomul S KFG,
Hodag SMS, Lamesorb SMS, Liposorb S, Liposorb SC, Liposorb S-K, Montane 60,
Nikkol SP-60R, Norfox Sorbo S-60FG, Polycon S60K, Protachem SMS, Prote-sorb
SMS, S-Maz 60K, S-Maz 60KHS, Sorbester P18, Sorbirol S, Sorgen 50, Span 60, Span
60K, Span 60 VS, Tego SMS; Sorbitan sesquiisostearat (sorbitan sesquiisooctadecanoat
[71812-38-9]) con duogc goi 1a Protachem SQI; Sorbitan sesquioleat ((Z)-sorbitan
sesqui-9-octadecanoat [8007-43-0]) con duoc goi 1a Arlacel C, Arlacel 83, Crill 43,
Glycomul SOC, Hodag SSO, Liposorb SQO, Montane 83, Nikkol SO-15, Nissan nonion
OP-83RAT, Protachem SOC, Sorgen 30, Sorgen 30, Sorgen S-30-H; Sorbitan
sesquistearat (sorbitan sesquioctadecanoat [51938-44-4]); Sorbitan triisostearat
(sorbitan triisooctadecanoat [54392-27-7]); Sorbitan trilaurat (sorbitan tridodecanoat
[71217-21-5]) con dugc goi 1a Span 25; Sorbitan trioleat ((Z,Z,Z)-sorbitan tri-9-
octadexenoat [26366-58-0]) con dugc goi la Ablunol S-85, Arlacel 85, Crill 45,
Glycomul TO, Hodag STO, Liposorb TO, Montane 85, Nissan nonion OP-85R,
Protachem STO, Prote-sorb STO, S-Maz 85K, Sorbester P37, Span 85, Tego STO;

27



42327 28/84

Sorbitan tristearat (sorbitan tri-octadecanoat [26658-19-5]) con duoc goi la Alkamuls
STS, Crill 35, Crill 41, Drewsorb 65K, E492, Famodan TS Kosher, Glycomul TS KFG,
Hodag STS, Lamesorb STS, Liposorb TS, Liposorb TS-K, Montane 65, Protachem STS,
Prote-sorb STS, Sorbester P38, Span 65, Span 65K. Axit stearic (axit octadecanoic [57-
11-4]) con duoc goi la Crodacid E570, Cristal G, Cristal S, Dermofat 4919, Dervacid,
DUBCARE STEA, E570, Edenor, Emersol, Extra AS, Extra P, Extra S, Extra ST,
Hystrene, Industrene, Kortacid 1895, Pearl Steric, Pristerene, Speziol L2SM GF,
Stellipress Micro, Tegostearic, TriStar. Sucroza palmitat ([6-[3,4-dihydroxy-2,5-
bis(hydroxymetyl)oxlan-2-yl]oxy-3,4,5-trihydroxyoxan-2-yljmetyl hexadecanoat
[26446-38-8])) con dugc goi 1a E473, Ryoto, Sisterna PS750-C, STELLIESTERS SE
15P, Surfhope SE Cosme, Surfhope SE Pharma. Sucroza stearat (sucroza monostearat
[25168-73-4]; sucroza distearat [27195-16-0]; sucroza tristearat [27923-63-3])) con
duoc goi 1a Crodesta F, E473, Sisterna SP, STELLIESTERS SE 58, Surfhope SE,
Tegosoft TE. Tricaprylin (1,3-di(octanoyloxy)propan-2-yl octanoat [538-23-8]) con
duoc goi 1a Captex 8000, Hest TC, Miglyol 808, Rofetan GTC, Trivent OC-G. Trimetyl-
B-xyclodextrin (tri-O-metyl-B-xyclodextrin [55216-11-0]). Triolein (2,3-bis[[(Z)-
octadec-9-enoyl]oxy]propyl (Z)-octadec-9-enoat [122-32-7] con dugce goi la Captex
GTO. Vitamin E polyetylen glycol suxinat (4-O-(2-hydroxyetyl-1-O-[2,5,7.8-
tetrametyl-2-(4,8,12-trimetyltridexyl)-3,4-dihydrochromen-6-yl)butandioat [9002-96-
4;30999-06-5]) con dugc goi la Speziol TPGS Pharma, VEGS.

Theo mét sd phuong 4n, chit hoa tan 1a caprylocaproyl polyoxyl-8 glyxerit
(Labrasol ALF).

Theo mét s6 phuong an, ndng dd ctia caprylocaproyl polyoxyl-8 glyxerit
(Labrasol ALF) nam trong khoang tir khoang 70% khéi lugng/khbi lwong dén khoang
99.9% khéi lugng/khéi lugng, tir khoang 75% khéi lugng/khéi luong dén khoang 99,7%
khéi lugng/khdi luong, tir khoang 80% khéi lurgng/khdi lugng dén khoang 99,5% khdi
lugng/khdi lwong, tir khoang 85% khéi luong/khdi lugng dén khoang 99,2% khoi
lugng/khéi lrong, hodc tir khoang 90% khéi lugng/khéi luong dén khoang 99% khéi

lwong/khdi lugng.

28



42327 29/84

Theo mét sé phuong 4n, chét hoa tan 13 hdn hop cla glyxerol monocaprylocaprat

(Capmul MCM) v dau thau dau polyoxyl 35 (Kolliphor EL).

Theo mét sé phuong 4n, néng d6 cua glyxerol monocaprylocaprat (Capmul
MCM) niim trong khoang tir khoang 50% khéi luong/khéi lugng dén khoang 99% khéi
luong/khdi luong, tir khoang 55% khdi lugng/khdi luong dén khoang 95% khéi
luong/khéi lwong, tr khoang 60% khdi lugng/khdi lugng dén khoang 90% khdi
luong/khdi lugng, tir khoang 65% khdi lugng/khéi lwong dén khoang 85% khéi
luong/khéi Iugng, tir khoang 67% khéi lugng/khdi lugng dén khoang 82% khoi
lwong/khbi lugng, hodc tir khoang 69% khéi lwong/khdi lugng dén khoang 79% khoi
lwong/khdi lwong. Theo mot s6 phuong 4n, ndng d6 cua dau thiu dau polyoxyl 35
(KolliphorEL) nam trong khoang tir khoang 5% khéi luong/khdi luong dén khoang 40%
khéi Tuong/khéi Twong, tir khoang 8% khéi lwgng/khdi luong dén khoang 35% khéi
luong/khdi luong, tir khoang 10% khdi lugng/khdi lwong dén khoang 30% khéi
luong/khdi luong, tir khoang 12% khdi lugng/khéi luong dén khoang 27% khéi
lwgng/khdi luong, hodc tir khoang 14% khdi lugng/khéi luong dén khoang 24% khdi

lwong/khdi lugng.

Theo mdt sé phuong 4n, chét hoa tan 1a hdn hgp ctia glyxerol monocaprylocaprat
(Capmul MCM) va dau thau dau polyoxyl 35 (Kolliphor EL), trong d6 ndéng do cla
monocaprylocaprat (Capmul MCM) nam trong khoang tir 67% khéi luong/khdi lwgng
dén 82% va nong do cia dau thau dau polyoxyl 35 (Kolliphor EL) nam trong khoang tir
khoang 5% khéi luong/khdi lwgng dén khoang 30% khéi lwong/khoi luong,

Theo mét sé phwong 4n, chét hoa tan 1a hdn hop ctia glyxerol monocaprylocaprat

(Capmul MCM) va caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF).

Theo mét s6 phuong an, néng d6 cua glyxerol monocaprylocaprat (Capmul
MCM) nim trong khoang tir khoang 35% khdi luong/khdi lugng dén khoang 95% khoi
lugng/khdi luong, tir khoang 40% khdi lugng/khbi lwong dén khoang 90% khoi
lugng/khdi lugng, tir khoang 45% khéi lwong/khbi luong dén khoang 85% khéi
lugng/khdi lugng, tir khoang 55% khéi lwong/khbi lwong dén khoang 80% khéi
luong/khdi luong, tir khoang 60% khdi lugng/khbi lugng dén khoang 75% khoi
lwong/khéi lugng, hodc tir khoéng 62% khéi lwong/khbi lugng dén khoang 72% khoi
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lwong/khdi luong. Theo mot sd phuong 4n, ndéng dd cia caprylocaproyl polyoxyl-8
glyxerit (Labrasol ALF) nam trong khoang tir khoang 10% khéi lugng/khdi lwgng dén
khoang 50% khéi lwong/khdi lugng, tir khoang 15% khéi lwong/khdi lwong dén khoang
45% khdi luong/khdi luong, tir khoang 20% khéi lvgng/khdi lugng dén khoang 40%
khéi lugng/khéi luong, tir khoang 22% khéi lugng/khdi lugng dén khoang 37% khdi
lwong/khdi lugng, hodc tir khodng 24% khdi lugng/khdi lugng dén khoang 34% khoi

lwong/khdi lugng.

Theo mét s6 phuong an, chét hoa tan 13 hon hop ctia glyxerol monocaprylocaprat
(Capmul MCM) va caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF), trong do ndng
do cua glyxerol monocaprylocaprat (Capmul MCM) nam trong khoang tir khoang 40%
khéi luong/khdi lwong dén khoang 75% khéi lugng/khdi lugng va ndng do cua
caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) nam trong khoang tr 15% khoi
luong/khdi luvong dén khoang 40% khéi lugng/khdi lugng.

Theo mdt sé phuong 4n, chat hoa tan 1a hdn hop cta glyxerol monocaprylocaprat

(Capmul MCM) va polysorbat 80 (Tween 80).

Theo mdt s6 phuong én, néng do cia glyxerol monocaprylocaprat (Capmul
MCM) ndm trong khoang tir khoang 15% khéi lugng/khéi lugng dén khoang 70% khéi
lvong/khéi lugng, tir khoang 20% khdi lugng/khbi lugng dén khoang 65% khoi
lugng/khdi lugng, tir khoang 25% khdi lugng/khi lugng dén khoang 60% khéi
lwong/khéi luong, tir khodng 30% khdi luwong/khbi lwong dén khoang 55% khoi
lwong/khéi lwong, tir khoang 35% khdi lugng/khbi luong dén khoang 50% khoi
luong/khdi lwong, hodc tir khoang 37% khdi lugng/khdi lugng dén khoang 47% khoi
lwong/khéi lwong. Theo mot s6 phuong an ndng do clia polysorbat 80 (Tween 80) nam
trong khoang tir khoang 3% khdi lugng/khbi lwong dén khoang 25% khéi luong/khbi
luong, tir khoang 4% khdi luong/khdi lugng dén khoang 20% khéi lugng/khéi lugng,
tir khoang 5% khoi lwong/khbi luong dén khoang 17% khéi luong/khéi lwgng, tir khoang
6% khéi lugng/khéi luong dén khoang 14% khdi lwong/khdi lugng, hodc tir khoang 7%
khéi luong/khdi lwong dén khoang 13% khéi lugng/khdi lugng.

Theo mdt s6 phuong an, chit hoa tan 1a hdn hop cia glyxerol monocaprylocaprat

(Capmul MCM) va polysorbat 80 (Tween 80), trong d6 ndng do ciia monocaprylocaprat
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(Capmul MCM) nim trong khoang tir 30% khéi luong/khdi lwong dén 42% khoi
luong/khbi lugng, va ndng do ciia polysorbat 80 (Tween 80) nam trong khoang tr 9%

khéi lwong/khdi luong dén 10% khdi lugng/khdi lugng .

Theo mét s6 phwong 4n, chit hoa tan 1a hdn hgp cua glyxerol monocaprylocaprat
(Capmul MCM), caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF), va polysorbat 80
(Tween 80).

Theo mot sé phuong 4n, ndng do cia glyxerol monocaprylocaprat (Capmul
MCM) niim trong khoang tir khoang 15% khdi lugng/khéi lugng dén khoang 60% khéi
lugng/khdi luong, tir khoang 20% khéi lwong/khéi lwong dén khoang 65% khoi
lugng/khdi luong, tir khoang 20% khdi luong/khdi lwong dén khoang 55% khéi
lugng/khdi luong, tir khoang 25% khdi luong/khéi luong dén khoang 50% khéi
lugng/khdi luong, tir khoang 30% khdi lwong/khbi lwong dén khoang 45% khoi
lugng/khdi lwong, hodc tir khoang 32% khdi lugng/khéi luong dén khoang 42% khoi
lwong/khdi lwgng. Theo mot s6 phuong 4n, ndng do cta caprylocaproyl polyoxyl-8
glyxerit (Labrasol ALF) nim trong khoang tir khoéng 3% khéi lwong/khdi luong dén
khodng 25% khéi luong/khdi luong, tir khoang 4% khdi lugng/khdi lugng dén khoang
20% khéi luong/khdi lwong, tir khoang 5% khdi lrong/khéi lugng dén khoang 17% khdi
lugng/khdi lwong, tr khoang 6% khdi lwong/khdi lugng dén khoang 14% khoi
lugng/khéi luong, hodc tir khoang 7% khdi luong/khdi lugng dén khoang 13% khoi
lwong/khdi lwong. Theo mot s6 phurong 4n, ndng do cua polysorbat 80 (Tween 80) nim
trong khoang tr khoang 3% khéi lwong/khdi lugng dén khoang 25% khéi lwong/khdi
luong, tir khoang 4% khéi luong/khdi lwgng dén khoang 20% khdi lugng/khdi lugng,
tir khoang 5% khdi lugng/khéi lwong dén khoang 17% khéi luong/khdi lugng, tir khoang
6% khéi lwong/khéi lwong dén khoang 14% khéi lwong/khéi lugng, hodc tir khoang 7%
khéi lugng/khéi luong dén khoang 13% khéi lugng/khdi luong.

Theo mdt sb phwong 4n, chat hoa tan 1a hdn hop cua glyxerol monocaprylocaprat
(Capmul MCM), caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF), va polysorbat 80
(Tween 80), trong do ndng do cua glyxerol monocaprylocaprat (Capmul MCM) nam
trong khoang tir 30% khéi luong/khéi lwgng dén 40% khdi luong/khéi lugng, nong do
ctia caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) nam trong khoang tir 9% khéi

31



42327 32/84

lwong/khdi lrgng dén 10% khéi lugng/khdi lwong, ndéng do cia polysorbat 80 (Tween
80) nam trong khodng tr 9% khdi lwong/khdi lwong dén 10% khéi lugng/khébi luong.

Chit hoa tan theo sang ché c6 sin trén thi truong. Do vdy, vi du,
monocaprylocaprat (Capmul MCM) ¢6 sin tr nha cung cip Abitec Corporation,
Janesville, WI, USA; caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) ¢ san tir nha
cung cép Gattefossé, Saint Priest, France; polysorbat 80 (Tween 80) c6 san tr nha cung
cép Croda Inc, Mill Hall, PA, USA; va dau thau dau polyoxyl 35 (Kolliphor EL) ¢ san
tir nha cung cap BASF SE, Ludwigshafen, Germany.

Chét nhii hoa
Theo mét s6 phuong 4n, dugc pham theo sang ché chira chit nhii hoa.

Theo mét sé phuong 4n, ndng do cia chat nhii hoa nim trong khoang tir khoéng
15% khéi luong/khdi luong dén khoang 70% khéi lwgng/khdi lugng, tir khoang 20%
khéi luong/khéi luong dén khoang 65% khéi lwong/khéi lugng, tir khoang 25% khoi
luong/khéi lugng dén khoang 60% khdi lwong/khbi lugng, tir khoang 30% khoi
luong/khdi lwong dén khoang 55% khéi lwong/khdi luong, tir khoang 35% khdi
luong/khéi luong dén khoang 50% khdi lwong/khdi lugng, hode tir khoang 38% khoi
lugng/khéi lugng dén khoang 48% khoi lwong/khdi lwong.

Theo mdt s6 phuong 4n, ndéng do6 cia chét nhii hoa nim trong khoang tir khoang
15% khéi lrong/khdi luong dén khoang 60% khéi lugng/khdi lugng, tir khoang 20%
khéi luong/khéi luong dén khoang 65% khéi lugng/khéi ugng, tir khoang 20% khoi
luong/khdi luong dén khoang 55% khdi lwong/khéi luong, tir khoang 25% khoi
luong/khdi lugng dén khoang 50% khdi lwong/khbi lugng, tir khoang 30% khéi
lwgng/khdi lrong dén khoang 45% khéi lugng/khéi lugng, hogc tir khoang 33% khdi
lwong/khéi luong dén khoang 43% khéi lwong/khdi lugng.

Chét nhii hoa thich hop bao gdm, nhung khong chi gi6i han &, chat nhii héa bat
ky trong hdn hop cua [véi s6 dang ky CAS dugc thé hién trong ngodc don]: Acaxia
[9000-01-5]. Thach [9002-18-0]. Amoni alginat [9005-34-9]. Amoni glycrrhizat (axit
a-D-glucopyranosiduric, mudi (3B,20B)-20-carboxy-11-0x0-30-norlean-12-en-3-yl-2-
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O-B-D-glucopyranuronosyl-monoamoni; khan [53956-04-0]; (axit a-D-
glucopyranosiduric, mudi (3B,20B)-20-carboxy-11-ox0-30-norlean-12-en-3-yl-2-O-B-
D-glucopyranuronosyl-, monoamoni; pentahydrat [1407-03-0]) con dugc goi 1a
Magnasweet. Canxi alginat [9005-35-0] con duoc goi 1a Calginate, Kaltostat. Canxi
stearat (mudi canxi cla axit octadecanoic [1592-23-0]) con dugc goi la Ceasit PC,
Kemistab EC-F, Synpro. Axit capric [334-48-5]. Carbomer ([9003-01-4] cac tén khac
(carbomer 934 [9007-16-3]; carbomer homopolymer Type C [9007-17-4]; carbomer
941 [9062-04-08]; carbomer carboxypolymetylen [9007-20-9])) con duogc goi la
Acrypol, Acritamer, Carbopol, Pemulen, Tego Carbomer. Ceratonia (carob gum [9000-
40-2]) con duogc goi la Meyprofleur. Rugu xetostearyl [67762-27-0; 8005-44-5] con
duoc goi 1a Crodacol CS90, DUB SC 20D, Kolliwax CSA, Lanette O, Speziol C16-18
Pharma, Tego Alkanol 1618, Tego Alkanol 6855. Ruou xetyl (hexadecan-1-ol [36653-
82-4]) con duge goi la Avol, Cachalot, Cetanol, Crodacol C70, Crodacol C90, Crodacol
(95, HallStar CO-1695, Hyfatol 16-95, Kessco CA, Lanette 16, Lipocol C, Nacol 16-
95, Rita CA, Speziol C16 Pharma, Tego Alkanol 16, Vegarol 1695, Vegarol 1698. Xetyl
palmitat (hexadcyl hexadecanoat [540-10-3]) con dugc goi 1a Crodamol CP,
DUBCARE PC, Dynacerin CP, Estol 3694, Hallstar 653, Kessco CP, Palmil C, Pelemol
CP, Sabowax CP, Stepan 653. Cholesterol (cholest-5-en-3f-ol [57-88-5]). Colophony
((2R,38,48,5R ,6R)-2-(hydroxymetyl)-6-[E]-3-phenylprop-2-enoxy]oxan-3,4,5-triol

[8050-09-7; 8050-10-0]). Dietanolamin (2,2’-iminobisetanol [111-42-2]). Glyxeryl
monooleat (axit 9-octadexenoic (Z), monoeste voi 1,2,3-propan-triol [25496-72-4]) con
duoc goi 1a Aldo MO, Capmul GMO, Drewmulse GMO, DUB OG, DUBCARE OG,
Hallstar GMO, Inwitor 948, Kessco GMO, Ligalub, Monomuls 90-O18, Peceol. Dau
dira hydro héa [68514-74-9; 8033-29-2] con dugc goi la Cegesoft, Dynasan P60,
Softisan 154. Hydroxypropyl xenluloza (xenluloza, 2-hydroxypropyl ete [9004-62-2])
con dugc goi 1a Aero Whip, Coatcel, Klucel, Nisso HPC. Tinh bot hydroxypropyl
[113894-92-1]). Lanolin (lanolin khan [8006-54-0]) con dugc goi 1a Coronet, E913,
Lanis, Lantrol 1650, Pharmalan, Protalan khan. Lanolin, khan [8020-86-4]. Axit lauric
(axit dodecanoic [143-07-7]) con dugc goi 1a C-1297, axit hydrofol 1255, axit hydrofol
1295, Hystrene 9512, Kortacid 1299, Lunac L70, Neo-fat 12, Neo-fat 12-43, Ninol
AA62 Extra, Prifac 2920, Univol U314, Wecoline 1295. Magie oxit [1309-48-4] con
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duogc goi 1a Descote, E530, Magcal, Magchem 100, Magnyox, Marmag, Oxymag.
Triglyxerit mach trung binh [438544-49-1] con dugc goi la Bergabest, Captex 300,
Captex 355, Coconad, Crodamol GTCC, Delios, Kollisolv MCT, Labrafac CC, Labrafac
Lipo, Labrafac WL1349, Miglyol 810, Miglyol 812, Myritol, Neobee M5, Nesatol,
ProKote 2855, Stelliesters MCT, Waglinol 3/9280. Metylxenluloza (metyl este cua
xenluloza [9004-67-5] con dugc goi 12 Benecel, BonuCel, Cellacol, Culminal MC,
E461, Mapolose, Methocel, Metolose, Rutocel A 55 RT, Tylose, Viscol. Déu khoang
[8012-95-1] va rugu lanolin [8027-33-6] con dugc goi la Amerchol L-101, Protalan M-
16, Protalan M-26, Vilvanolin. Tinh bt cai bién (bao gdm tinh bt kép axetyl hoa adipat
[65996-63-6]; tinh bot ngd nép xir Iy bang axit [68909-37-5]; tinh bot kép phosphat, trén
co s6 ngd nép [55963-33-2]; tinh bot ngd nép dugce oxy hoa [65996-62-5]; tinh bot natri
octenyl suxinat [66829-29-6]) con duoc goi 1a Amprac, C*Pharm, Capsul, Clearam,
Cleargum, E1401-1452, Hi-Cap, Instant Pure-Cote, Lycoat, Pure-Cote, Pure-Gel,
Purity, Purity Gum, Uni-Pure. Monoetanolamin (2-aminoetanol [141-43-5]). Axit
myristic (axit tetradecanoic [544-63-8] con dugc goi la Edenor C14 98-100. Ruou
myristyl (tetradecan-1-ol 112-72-1]) con dugc goi 1a Dytol R-52, Lanette Wax KS,
Lorol C14-95, Loxanol V, Nacol 14-95, Nacol 14-98, Unihydag WAX-14.
Octyldodecanol [5333-42-6] con duoc goi 1a Euthanol G PH, Jarcol 1-20, J eecol ODD,
STELLIESTERS ODOL. Gom acaxia cai bién bang OSA [455885-22-0]. Axit palmitic
(axit hexadecanoic [57-10-13]) con dugc goi 12 Edenor C16 98-100, Emersol 140,
Emersol 143, Hydrofol, Hystrene 9016, Industrene 4516, Lunac P-95. Pectin [9000-69-
5]) con duge goi 1a E440, Genu, Unipectine U. Polycarbophil [9003-97-8] con dugc goi
la Noveon AA-1. Polyoxyetylen stearat (polyoxyetylen stearat [9004-99-3];
polyoxyetylen distearat [9005-08-7]) con dugc goi 1a Marlosol véi cac vi du cu thé nhu
Polyoxyl 2 stearat con duge goi 1a Hodag DGS, Lipo DGS, Lipopeg 2-DEGS; Polyoxyl
4 stearat con duoc goi la Acconon 200-MS, Hodag 20-S, Lipopeg 2-DEGS, Protamate
200-DPS; Polyoxyl 6 stearat con dugc goi 1a Cerasynt 616, DUB SPEG, Kessco PEG
300 Monostearat, Lipal 300S, Lipopeg 3-S, Polystate C, Protamate 300-DPS; Polyoxyl
8 stearat con duoc goi 1a Acconon 400-MS, Cerasynt 660, Cithrol 4MS, Crodet S8,
Emerest 2640, Grocor 400, Hodag 40-S, Kessco PEG-400 Monostearat, Lipopeg 4-S,
Myrj 45, Pegosperse 400 MS, Protomate 400-DPS, Ritapeg 400 MS; Polyoxyl 12 stearat
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con duge goi 1a Hodag 60-S, Kessco PEG-600 Monostearat, Lipopeg 6-S, Pegosperse
600 MS, Protomate 600-DPS; Polyoxyl 20 stearat con dugc goi la Cerasynt 840, Hodag
100-S, Kessco PEG-1000 Monostearat, Lipopeg 10-S, Myrj 49, Pegosperse 1000MS,
Protomate 1000-DPS; Polyoxyl 30 stearat con dugc goi 1a Myrj 51; Polyoxyl 40 stearat
con duoc goi 1a Crodet S40, E431, Emerest 2672, Hodag POE (40) MS, Lipal 395,
Lipopeg 39-S, Myrj 52, Protamate 2000-DPS, Ritox 52, Simusol M52; Polyoxyl 50
stearat con duoc goi 1a Atlas G-2153, Crodet S50, Lipal 505, Myrj 53; Polyoxyl 100
stearat con dugc goi 1a Lipopeg 100-S, Myrj 59, Protomate 4400-DPS, Ritox 53;
Polyoxyl 150 stearat con duge goi 1a Hodag 600-S, Ritox 59; Polyoxyl 4 distearat con
duoc goi 1a Hodag 22-S; Polyoxyl 8 distearat con dugc goi 1a Hodag 42-S, Kessco PEG
400 DS, Protamate 400-DS; Polyoxyl 12 distearat con dugc goi 1a Hodag 62-S, Kessco
PEG 600 Distearat, Protamate 600-DS; Polyoxyl 32 distearat con duoc goi la Hodag
154-S, Kessco PEG 1540 Distearat; Polyoxyl 150 distearat con duoc goi la Hodag 602-
S, Kessco PEG 6000 DS, Lipopeg 6000DS, Protamate 6000-DS. Kali alginat [9005-36-
1] con duge goi 12 Improved Kelmar, Protanal. Propylen glycol alginat [9005-37-2] con
duogc goi 1a B4035, Kelcoloid, Kimiloid, Manucol Ester, PGA, Profoam, TIC Pretested.
Glyxerit tlr cdy hoa rum [79982-97-1]. Saponit [1319-41-1] con dugc goi la Afrodit,
Imvite 1016, Ionite P, Laponite, SapCa-1, Smectiton SA, SMI 200H, Stevensonite,
Sumecton 5A, SY 5, Veegum S6198. Natri borat (dinatri tetraborat decahydrat [1303-
96-4]) con dugc goi 1a E285. Natri xitrat dihydrat (trinatri 2-hydroxypropan-1,2,3-
tricarboxylat dihydrat [6132-0403]). Natri lactat [72-17-3] con dwoc goi 1a E325,
Lacolin, Patlac, Purasal, Ritalac NAL. Natri stearat (natri octadexenoat [822-16-2]) con
dugc goi 1a Kemilub ES, Prodhygine, STELLIESTERS SE 5S. Ruou stearyl (1-
octadecanol [112-92-5]) con dugc goi 12 Alfol 18, Cachalot, Crodacol S95, Hyfatol 18-
95, Hyfatol 18-98, Kolliwax SA, Lanette 18, Lipocol S, Nacol 18-94, Nacol 18-98,
Nacol 18-99, Rita SA, Speziol C18 Pharma, Stearol, Stenol, Tego Alkanol 18, Vegarol
1895, Vegarol 1898. Tragacanth (gdm tragacanth [9000-65-1]) con duge goi la E413.
Trietanolamin (2,2°,2”-nitrilotrietanol [102-71-6]) con dugc goi la Tealan. GOm xanthan
[11138-66-2] con dugc goi 1a Grindsted, Keldent, Keltrol, Rhodicare S, Rhodigel,
Rhodopol, Satiaxane U, Vanzan NF, Xantural.

Theo mét sé phuwong 4n, chét nhil hoa 1 glyxeryl monooleat (Peceol).
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Theo mot s6 phuwong an, ndéng do ctia glyxeryl monooleat (Peceol) nim trong
khoang tir khoang 15% khéi lwong/khbi luong dén khoang 70% khbi lwong/khbi lugng,
tir khoang 20% khdi luong/khdi lugng dén khoang 65% khéi luong/khdi lwong, tir
khoang 25% khdi lwong/khéi lugng dén khoang 60% khéi luong/khdi lwong, tir khoang
30% khéi luong/khéi luong dén khoang 55% khéi lwgng/khdi luong, tir khoang 35%
khéi luong/khdi lugng dén khoang 50% khéi lrong/khdi lugng, hogc tir khoang 38%
khéi lugng/khéi luong dén khoang 48% khdi lwgng/khdi luong.

Theo mét sé phuong 4n, ndéng dd cia glyxeryl monooleat (Peceol) nim trong
khoéng tir khoang 15% khdi lwong/khdi lrong dén khoang 60% khéi luong/khéi luong,
tir khoang 20% khéi luong/khéi lwong dén khoang 65% khdi lwong/khdi luong, tir
khoang 20% khéi lugng/khéi lwgng dén khoang 55% khéi lwong/khdi lugng, tir khoang
25% khéi luong/khdi luong dén khoang 50% khéi lugng/khdi lugng, tir khoang 30%
khéi luong/khdi lwgng dén khoang 45% khéi lrgng/khdi lugng, hodc tir khoang 33%
khéi lugng/khéi luong dén khoang 43% khdi luong/khéi luong.

Chét nhii hoa theo sang ché 1a c6 san trén thi truong. Do viy, vi du, glyxeryl
monooleat (Peceol) co san trén thi truong tir nha cung cép Gattefossé, Saint Priest,

France.

Chét chéng oxy hoa
Theo mot sé phuong 4an, duoc pham theo séng ché chua chit chdng oxy hoa.

Theo mét s6 phuong 4n, ndng do cua chit chéng oxy hoa nam trong khoang tir
khoang 0,02% khéi lwong/khdi lugng dén khoang 5% khéi lwong/khbi lugng, tir khoang
0,05% khéi luong/khéi lugng dén khoang 4% khdi lugng/khdi luong, tir khoang 0,1%
khéi lugng/khdi lwong dén khoang 3% khdi luong/khdi lugng, tir khoang 0,2% khoi
luqng/khéi lugng dén khoang 2% khéi luqng/khéi luong, tir khoang 0,3% khéi
luong/khéi Iwong dén khoang 1,8% khéi lugng/khdi lugng, hoge tir khoang 0,5% khoi
lugng/khéi lugng dén khoang 1,5% khdi luong/khdi lugng.

Theo mét s6 phuong 4n, ndng d6 cua chit chdng oxy héa nam trong khoang tir

khoang 0,005% khéi lugng/khbi luong dén khoang 3% khéi luong/khdi luong, tur
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khoang 0,01% khdi luong/khéi lwvong dén khoang 2% khéi luvgng/khéi luong, tir khoang
0,02% khdi lwong/khdi luong dén khoang 1% khéi lugng/khdi luong, tir khoang 0,05%
khéi lwgng/khdi luong dén khodng 0,5% khéi lvgng/khdi lugng, tir khoang 0,08% khoi
luong/khdi luong dén khoang 0,4% khdi lugng/khdi lugng, hodc tir khoang 0,1% khoi
lwong/khbi lwong dén khoang 0,3% khéi lwong/khéi lugng.

Theo mdt sb phuong 4n, ndng do clia chét chdng oxy héa nim trong khoang tir
khoang 0,002% khéi luong/khéi luong dén khoang 2% khdi luong/khdi luong, tir
khoang 0,005% khéi lugng/khdi luong dén khoang 1% khdi luong/khdi luong, tir
khoang 0,01% khéi luong/khdi lugng dén khoang 0,5% khéi lugng/khdi lugng, tir
khoang 0,02% khoi lwong/khbi lugng dén khoang 0,3% khéi lwong/khdi lugng, tir
khoang 0,03% khéi luong/khdi lwong dén khoang 0,2% khi lugng/khdi lugng, hodc tir
khoang 0,05% khoi luqng/khéi lugong dén khoang 0,15% khéi 1ufqng/khéi luong.

Theo mdt sé phuong an, ndng do ctia chét chéng oxy hoa nim trong khoang tir
khoang 0,0005% khéi lwgng/khdi lwgng dén khoang 1% khdi luong/khdi luong, tir
khoang 0,001% khéi luong/khdi lwong dén khoang 0,5% khdi luong/khéi Iugng, tir
khoang 0,002% khéi luong/khdi lwgng dén khoang 0,2% khdi luong/khéi luong, tir
khoang 0,005% khéi luong/khdi lwgng dén khoang 0,1% khéi luong/khéi luong, tir
khoang 0,01% khéi luong/khéi lwong dén khoang 0,05% khéi luvgng/khdi luong, hogc
tir khoang 0,02% khéi lugng/khdi lugng dén khoang 0,04% khéi lugng/khdi lugng.

Chét chdng oxy héa thich hop bao gdm, nhung khong chi gi¢i han 6, chét chéng
oxy hoa bit ky hodc hdn hgp cua [s6 ding ky CAS duogc thé hién trong ngoic don]:
Axeton natri bisulfit (axit 2-hydroxy-2-propansulfonic, mudi natri [540-92-1]). Alpha
tocopherol (hdn hop triét quang (+)-(2RS,4’RS,8°RS)-2,5,7,8-tetrametyl-2-(4",8°,12°-
trimetyltridexyl)-6-chromanol [10191-41-0]) — con dugc goi 1a DL-alpha tocopherol, va
dang xudt hién tu nhién D-alpha tocopherol (2R,4’R,8’R)-alpha-tocopherol)) con dugc
g0i 1a Copherol F1300, E307, Vitamin E. Axit ascorbic (axit L-(+)-ascorbic [50-81-7])
con duge goi 1a C-97, E300. Ascorbyl palmitat (axit L-ascorbic 6-hexdecanoat [137-66-
6]) con duoc goi la E304). Hydroxyanisol butyl héa (BHA) (2-tert-butyl-4-
metoxyphenol [25013-16-5]) con dugc goi 1a E320, Nipanox BHA, Nipantiox 1-F,
Tenox BHA. Hydroxytoluen butyl hoa (BHT) (2,6-di-tert-butyl-4-metylphenol [128-37-
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0] con duge goi 1a Agidol, Dalpac, E321, Embanox BHT, Impruvol, Ionol CP, Nipanox
BHT, OHS28890, Sustane, Tenox BHT, Topanol, Vianol. Cacbon dioxit [124-38-9] con
duoc goi 1a E290. Axit xitric monohydrat (axit 2-hydroxy-1,2,3-propantricarboxylic
monohydrat [5949-29-1] con dugc goi la E330. Dodexyl galat (dodexyl 3.4,5-
trihydroxybenzoat [1166-52-5]) con dugc goi la E312, Nipagallin LA, Progallin LA.
Axit erythorbic (axit D-isoascorbic [89-65-6]) con duoc goi la E315. Etyl oleat (axit
(Z)-9-octadexenoic, etyl este [111-62-6]) con dugc goi la Crodamol EO, DUBCARE
OE, Kessco EO. Histidin (axit (S)-2-amino-3-(imidazol-4-yl)propanoic [71-00-1]) con
duoc goi 1a Ajipure. Axit malic (axit hydroxybutandioic [6915-15-7; axit (RS)-(+)-
hydroxybutandioic [617-48-1]) con dugc goi 1a E296. D-Manoza ((3S,4S,5S,6R)-6-
(hydroxymetyl)oxan-2,3,4,5-tetrol  [3458-28-4] con duwoc goi la MannoTab.
Monothioglyxerol  (3-mercapto-1,2-propanediol ~ [96-27-5]).  Niaxinamit  (3-
pyridincacboxamit [98-92-0]). Octyl galat (octyl 3,4,5-trihydroxybenzoat [1034-01-1])
con duoc goi 1a E311. Axit phosphoric (axit orthophosphoric [7664-38-2]) con dugc goi
1a E338. Kali metabisulfit (dikali pyrosulfit [16731-55-8]) con duoc goi la E224. Axit
propionic [79-09-4] con dugc goi 1a E280. Propyl galat (propyl este cua axit 3,4.5-
trihydroxybenzoic [121-79-9] con dugc goi la E310, Progallin P, Tenox PG. Natri
ascorbat (mononatri L-(+)-ascorbat [134-03-2] con dugc goi la E301, SA-99. Natri
formaldehyt sulfoxylat ([149-44-0]; natri formaldehyt sulfoxylat dihydrat [6035-47-8])
con duogce goi 1a Rongalite. Natri metabisulfit (natri pyrosulfit [7681-57-4]) con dugc goi
1a E221. Natri sulfit [7757-83-7] con dugc goi 1a E221. Natri thiosulfat (natri thiosulfat
khan [7772-98-7]; natri thiosulfat pentahydat [10102-17-7]) con dugc goi la Ametox,
Sodothiol, Sulfothiorine. Luu huynh dioxit [7446-09-05] con duoc goi 1a E220. Thymol
([89-83-8]; m-thymol [3228-0303]) con duoc goi 1a Flavinol, Intrasol, Medophyll.

Theo mét sb phwong 4n, chét chéng oxy héa dugc chon tir DL-Alpha tocopherol
(Vitamin E), hydroxytoluen butyl hoa (BHT), va hydroxyanisol butyl héa (BHA), va
hdn hop ctia ching.

Theo mét sé phuong an, chét chdng oxy héa 1a hydroxytoluen butyl hoa (BHT).
Theo mot sb phuong 4n, ndng do ctia hydroxytoluen butyl hoa (BHT) nim trong

khoang tir khoang 0,0005% khéi lugng/khbi lugng dén khoang 1% khéi luong/khdi
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lugng, tir khoang 0,001% khdi lwong/khéi lugng dén khoang 0,5% khéi luong/khdi
lugng, tir khoang 0,002% khéi lwong/khéi lugng dén khoang 0,2% khéi luong/khdi
luong, tir khoang 0,005% khéi lwvong/khéi luong dén khoang 0,1% khéi lugng/khdi
luong, tir khoang 0,01% khéi lugng/khéi lugng dén khoang 0,05% khéi lugng/khdi
luong, hodc tir khoang 0,02% khéi lwong/khdi lugng dén khoang 0,04% khéi luwong/khdi

lugng.
Theo mét sé phuong an, chét chéng oxy héa 1a hydroxyanisol butyl hoa (BHA).

Theo mdt s6 phwong an, ndng do cia hydroxyanisol butyl hoa (BHA) nam trong
khoang tir khoang 0,0005% khdi lwong/khdi lugng dén khoang 1% khéi lwong/khdi
lwong, tir khoang 0,001% khdi luong/khéi luong dén khoang 0,5% khéi luong/khdi
lugng, tir khoang 0,002% khéi luong/khéi lugng dén khoang 0,2% khéi luwong/khdi
luong, tr khoang 0,005% khéi luong/khdi lwong dén khoang 0,1% khbi lwong/khdi
luong, tir khoang 0,01% khéi lwong/khéi lugng dén khoang 0,05% khéi lugng/khdi
lwong, hodc tir khoang 0,02% khéi lrgng/khbi Iwgng dén khoang 0,04% khdi lugng/khdi

lugng.

Theo mét s6 phuong an, chét chéng oxy hoa 1a DL-Alpha tocopherol (Vitamin
E).

Theo mét s6 phwong 4n, ndng do ctia DL-Alpha tocopherol (Vitamin E) nam
trong khoang tir khoang 0,02% khdi lwong/khéi luong dén khoang 5% khéi lugng/khdi
lugng, tir khoang 0,05% khéi lugng/khdi lugng dén khoang 4% khéi lugng/khdi lugng,
tir khoang 0,1% khéi lugng/khdi lwgng dén khoang 3% khdi lwgng/khdi luong, tir
khoang 0,2% khéi luong/khdi luong dén khoang 2% khdi luong/khéi luong, tir khoang
0,3% khdi luong/khdi lugng dén khoang 1,8% khdi lugng/khdi luong, tir khoang 0,5%
khéi lugng/khéi lwong dén khoang 1,5% khdi luong/khéi lugng, hogc tir 0,05% khdi
lwong/khébi luong dén 1,5% khéi lwong/khdi luong.

Theo mot sb phuong an, ndng do ctia DL-alpha tocopherol (Vitamin E) nam trong
khoang tir khoang 0,005% khdi lugng/khdi lugng dén khoang 3% khéi lugng/khdi
lugng, tir khoang 0,01% khéi lugng/khdi lugng dén khoang 2% khéi lugng/khdi Iugng,
tir khoang 0,02% khéi luong/khéi lugng dén khoang 1% khdi luong/khdi lueng, tir
khoang 0,05% khoi lwong/khdi lugng dén khoang 0,5% khéi lwong/khdi luong, tir
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khoang 0,08% khéi lvong/khéi lugng dén khoang 0,4% khdi luvong/khdi lugng, hogc tir
khoang 0,1% khéi lvong/khdi lwong dén khoang 0,3% khdi lugng/khdi lugng.

Theo mot sé phuong 4n, ndng do ctia DL-alpha tocopherol (Vitamin E) nim trong
khoang tir khoang 0,002% khéi luong/khdi lugng dén khoang 2% khdi lwong/khoi
luong, tir khoang 0,005% khdi Iugng/khéi lugng dén khoang 1% khéi lwgng/khéi luong,
tir khoang 0,01% khdi lugng/khéi luong dén khoang 0,5% khdi luong/khdi Iugng, tir
khoang 0,02% khdi lugng/khéi luong dén khoang 0,3% khdi lugng/khdi luong, tir
khoang 0,03% khéi lugng/khéi lugng dén khoang 0,2% khéi luong/khéi lwgng, hogc tir
khoang 0,05% khdi luong/khdi lrong dén khoang 0,15% khéi lueng/khoi luong.

Chét chéng oxy hoa theo sdng ché 1a c6 san trén thi truong. Theo do, vi du, DL-
alpha-tocopherol (Vitamin E) ¢o sin tr nha cung cip BASF SE, Ludwigshafen,
Germany; hydroxyanisol butyl héa (BHA) c6 sin tir nha cung cip Sigma Aldrich, St.
Louis, MO, USA; va hydroxytoluen butyl héa (BHT) ¢6 sdn tir nha cung cip Merck
KGaA, Darmstadt, Germany.

Theo mét s6 phuong 4n, dugc pham chia:
() hop chét A hoac mubi dugc dung clia no; va

(b) chit hoa tan dugc chon tir caprylocaproyl polyoxyl-8 glyxerit (Labrasol
ALF), glyxerol monocaprylocaprat (Capmul MCM), diu thiu dau polyoxyl 35
(Kolliphor EL), polysorbat 80 (Tween &0), va hdn hop ctia ching.

Theo mdt s6 phuong 4n, dugc pham chira:
(a) hop chét A; va

(b) chit hoa tan dugc chon tir caprylocaproyl polyoxyl-8 glyxerit (Labrasol
ALF), glyxerol monocaprylocaprat (Capmul MCM), diu thdu dau polyoxyl 35
(Kolliphor EL), polysorbat 80 (Tween 80), va hdn hop cua chung.

Theo mot sb phuong an, dugce phém chira:

(a) hop chit A hoic mudi duoc dung cua no;
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(b) chit hoa tan dugc chon tir caprylocaproyl polyoxyl-8 glyxerit (Labrasol
ALF), glyxerol monocaprylocaprat (Capmul MCM), diu thdu dau polyoxyl 35
(Kolliphor EL), polysorbat 80 (Tween 80), va hdn hop cuia chung; va

(c) chit chdng oxy hoéa dugc chon tir hydroxytoluen butyl hoa (BHT),
hydroxyanisol butyl héa (BHA), DL-alpha tocopherol (Vitamin E), va hdn hop cua
chung.

Theo mot s6 phuong 4n, durgce pham chira:

(a) hop chét A;

(b) chit hoa tan dugc chon tir caprylocaproyl polyoxyl-8 glyxerit (Labrasol
ALF), glyxerol monocaprylocaprat (Capmul MCM) diu thiu dau polyoxyl 35
(Kolliphor EL), polysorbat 80 (Tween 80), va hdn hop cuia chung; va

(c) chét chéng oxy hoéa dugc chon tir hydroxytoluen butyl héa (BHT),
hydroxyanisol butyl héa (BHA), DL-alpha tocopherol (Vitamin E), va hdn hop cua
chung.

Theo mdt s6 phuong 4an, dugc phim chira:

(a) hop chit A hoic mudi duoc dung cua no;

(b) chit hoa tan dugc chon tir caprylocaproyl polyoxyl-8 glyxerit (Labrasol
ALF), glyxerol monocaprylocaprat (Capmul MCM), diu thdu dau polyoxyl 35
(Kolliphor EL), polysorbat 80 (Tween 80), va hdn hop cua ching;

(¢) chat nhii hoa 1a glyxeryl monooleat (Peceol); va

(d) chit chéng oxy hoa dugc chon tir hydroxytoluen butyl héa (BHT),
hydroxyanisol butyl hoa (BHA), DL-alpha tocopherol (Vitamin E), va hdn hop cua
ching.

Theo mot sb phuong an, dugc phém chira:

(a) hop chét A;

(b) chat hoa tan dugc chon tir caprylocaproyl polyoxyl-8 glyxerit (Labrasol

ALF), glyxerol monocaprylocaprat (Capmul MCM), diu thdu dau polyoxyl 35
(Kolliphor EL), polysorbat 80 (Tween 80), va hdn hop cua chung;
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(¢) chét nhil héa 1a glyxeryl monooleat (Peceol); va

(d) chat chéng oxy hoa duge chon tir hydroxytoluen butyl hoa (BHT),
hydroxyanisol butyl héa (BHA), DL-alpha tocopherol (Vitamin E), va hdn hop cua

chung.

Theo mot sé phuong an, dwge pham chita hop chét A, caprylocaproyl polyoxyl-
8 glyxerit (Labrasol ALF), va hydroxytoluen butyl hoa (BHT).

Theo mot s6 phwong 4n, dugc pham chrra:

(a) hop chit A c6 miat véi ndng d6 nam trong khoang tir khoang 0,1% khéi
luong/khdi lwong dén khoang 50% khdi lugng/khdi luong, tir khoang 0,2% khoi
luong/khdi luong dén khoang 40% khdi luong/khdi lugng, tir khoang 0,3% khoi
lugng/khdi lwong dén khoang 30% khdi lugng/khdi lugng, tir khoang 0,5% khoi
luong/khéi lwong dén khoang 20% khdi lugng/khbi lugng, tir khoang 0,8% khoi
luong/khdi luong dén khoang 15% khdi luong/khdi luong, hodc tir khoang 1% khoi
luong/khdi lvong dén khoang 10% khéi lugng/khdi lugng;

(b) caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) ¢6 mat voi ndéng do nim
trong khoang tir khoang 70% khdi luong/khdi lugng dén khoang 99,9% khéi luong/khdi
luong, tir khoang 75% khéi lrgng/khdi lrgng dén khoang 99,7% khéi lugng/khéi luong,
tir khoang 80% khdi luong/khbi lwvong dén khoang 99,5% khéi lwgng/khéi lugng, tir
khoang 85% khdi luong/khdi lugng dén khoang 99,2% khdi lugng/khéi luong, hodc tir
khoang 90% khdi lugng/khdi lwgng dén khoing 99% khéi luong/khdi luong; va

(c) hydroxytoluen butyl hoa (BHT) c¢6 mat véi ndng d6 nam trong khoang tir
khoang 0,0005% khdi lugng/khbi lwgng dén khoang 1% khdi luong/khdi luong, tir
khoang 0,001% khdi lugng/khdi luong dén khoang 0,5% khéi lugng/khdi lugng, tir
khoang 0,002% khdi lugng/khdi lwgng dén khoang 0,2% khéi luong/khdi lugng, tir
khoang 0,005% khéi lugng/khdi lugng dén khoang 0,1% khéi lwong/khdi luong, tir
khoang 0,01% khéi luong/khdi lugng dén khoang 0,05% khdi lugng/khdi lugng, hodc
tir khoang 0,02% khéi luong/khdi Iwgng dén khoang 0,04% khéi luong/khdi lugng
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Theo mot s6 phwong an, duoc pham chtra hop chit A, glyxerol
monocaprylocaprat (Capmul MCM) dau thiu dau polyoxyl 35 (Kolliphor EL), va
hydroxytoluen butyl héa (BHT).

Theo mot sé phuong an, duoc pham chira:

(a) hop chit A c6 mit véi ndéng d6 nim trong khoang tir khoang 0,1% khéi
lugng/khdi luong dén khoang 50% khdi luong/khdi lugng, tir khoang 0,2% khéi
luong/khdi luong dén khoang 40% khdi luong/khdi lugng, tir khoang 0,3% khoi
luong/khdi luong dén khoang 30% khdi lugng/khdi lugng, tir khoang 0,5% khéi
luong/khdi luong dén khoang 20% khdi luong/khdi lugng, tir khoang 0,8% khoi
lwong/khbi lugng dén khoang 15% khéi luong/khdi lugng, hodc tir khoang 1% khéi
lwong/khdi lvong dén khoang 10% khéi lwong/khdi lugng;

(b1) glyxerol monocaprylocaprat (Capmul MCM) c6 mat véi ndéng do nim trong

khoang tir khoang 50% khéi lwong/khdi luong dén khoing 99% khéi lwong/khéi luong,
tir khoang 55% khéi luong/khdi luong dén khoang 95% khdi luong/khdi luong, tir
khoang 60% khéi lugng/khdi lvgng dén khoang 90% khdi lugng/khdi lugng, tir khoang
65% khéi luong/khdi luong dén khoang 85% khéi lugng/khdi lugng, tir khoang 67%
khéi lwong/khdi luong dén khoang 82% khéi lugng/khdi Iugng, hodc tir khoang 69%
khéi lugng/khéi luong dén khoéng 79% khéi lugng/khéi luong;

(b2) dau thau dau polyoxyl 35 (Kolliphor EL) c6 mat v6i ndng d6 nam trong
khoang tr khoang 5% khéi lugng/khdi lwong dén khoang 40% khbi lwong/khdi luong,
tir khoang 8% khdi luong/khdi lwrgng dén khoang 35% khéi luong/khdi luong, tir khoang
10% khéi luong/khdi lugng dén khoang 30% khdi lwgng/khdi luong, tir khoang 12%
khéi luong/khdi lugng dén khoang 27% khéi lugng/khdi luong, hodc tir khoang 14%
khdi luong/khéi luong dén khoang 24% khdi lugng/khéi lugng; va

(c) hydroxytoluen butyl héa (BHT) c6 mat véi ndng d6 nam trong khoang tur
khoang 0,0005% khéi lugng/khéi lugng dén khoang 1% khéi luong/khdi lugng, tir
khoang 0,001% khéi lugng/khdi lugng dén khoang 0,5% khéi lugng/khdi lwong, tir
khoang 0,002% khéi luong/khdi lugng dén khoang 0,2% khéi luong/khéi luong, tir
khoang 0,005% khéi luong/khdi lugng dén khoang 0,1% khéi lugng/khdi lugng, tir

43



42327 a4/84

khoang 0,01% khéi luong/khdi Irgng dén khoang 0,05% khdi lwgng/khdi lugng, hodc
tir khoang 0,02% khéi lugng/khdi lugng dén khoang 0,04% khdi lugng/khéi lugng.

Theo mdt s6 phwong 4n, duoc phdm chua hop chit A, glyxerol
monocaprylocaprat (Capmul MCM), caprylocaproyl polyoxyl-8 glyxerit (Labrasol
ALF), va hydroxyanisol butyl hoa (BHA).

Theo mdt sb phuong an, dugc phém chira:

(a) hop chit A c6 mit véi ndéng d6 nam trong khoing tir khoang 0,1% khoi
lugng/khdi luong dén khoang 50% khéi luong/khdi lugng, tir khoang 0,2% khoi
luong/khdi luong dén khoang 40% khoi lwong/khdi lwong, tir khoang 0,3% khéi
lugng/khdi lwong dén khoang 30% khdi luong/khdi luong, tir khoang 0,5% khoi
luong/khdi lwong dén khoang 20% khdi lwong/khdi lugng, tir khoang 0,8% khoi
luong/khdi luong dén khoang 15% khdi lwong/khdi lugng, hodc tir khoang 1% khdi
lwong/khéi luong dén khoang 10% khéi luong/khéi luong;

(b1) glyxerol monocaprylocaprat (Capmul MCM) c6 mit v6i ndng d6 nam trong
khoang tir khoang 35% khéi luong/khéi lwgng dén khoang 95% khéi lugng/khdi lugng,
tir khoang 40% khéi luong/khéi lwong dén khoang 90% khdi luong/khdi luong, tir
khoang 45% khéi lugng/khdi lrong dén khoang 85% khéi lugng/khdi lugng, tir khoang
55% khéi luong/khéi luong dén khoang 80% khéi lugng/khéi luong, tir khoang 60%
khéi luong/khébi lugng dén khoang 75% khéi lugng/khéi lugng, hodc tir khoang 62%
khéi lugng/khdi luong dén khoang 72% khéi luong/khdi lugng;

(b2) caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) c6 mat v6i ndéng do nim
trong khoang tir khoang 10% khdi lwong/khdi lugng dén khoang 50% khéi lugng/khbi
lugng, tir khoang 15% khéi luqng/khéi lugng dén khoang 45% khdi lug‘ng/khéi luong,
tir khoang 20% khéi lwong/khéi luong dén khoang 40% khdi lugng/khdi lugng, tir
khoang 22% khdi luong/khdi lugng dén khoang 37% khoi lwong/khbi lugng, hodc tur
khoang 24% khdi lugng/khdi lwgng dén khoang 34% khdi luong/khéi luong; va

(¢) hydroxyanisol butyl héa (BHA) c6 mat voi ndng d6 nam trong khoéng tir
khoang 0,0005% khdi luong/khdi lwgng dén khoang 1% khdi lugng/khdi lugng, tir
khoang 0,001% khéi luong/khdi lwong dén khoang 0,5% khdi luong/khdi luong, tir
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khoang 0,002% khéi luong/khdi lugng dén khoang 0,2% khéi lugng/khéi luong, tix
khoang 0,005% khéi lugng/khdi lwgng dén khoang 0,1% khdi lugng/khdi lugng, tir
khoang 0,01% khdi luong/khéi lwgng dén khoang 0,05% khéi lugng/khoi luong, hodc
tir khoang 0,02% khéi luong/khéi lwgng dén khoang 0,04% khdi Iwong/khdi lugng.

Theo mot s6 phuwong 4n, dugc pham chita hop chit A, glyxerol
monocaprylocaprat (Capmul MCM), polysorbat 80 (Tween 80), glyxeryl monooleat
(Peceol), va DL-alpha tocopherol (Vitamin E).

Theo mdt sb phuong an, dugc phém chira:

(a) hop chit A c6 mit véi ndng do6 nam trong khoing tir khoang 0,1% khoi
luong/khdi lwong dén khoang 50% khdi lugng/khdi luong, tir khoang 0,2% khoi
lvong/khdi lwong dén khoang 40% khdi lugng/khdi luong, tir khoang 0,3% khoi
lvong/khéi wong dén khoang 30% khdi lugng/khéi lugng, tir khoang 0,5% khoi
lugng/khdi luong dén khoang 20% khdi lugng/khdi luong, tir khoang 0,8% khoi
luong/khéi Iwong dén khoang 15% khéi lugng/khdi lugng, hodc tir khoang 1% khdi
lugng/khdi lwong dén khoang 10% khéi lugng/khdi lwong;

(b1) glyxerol monocaprylocaprat (Capmul MCM) c6 mat voi ndng d6 nam trong
khoang tir khoang 15% khéi lvong/khéi lugng dén khoang 70% khéi lugng/khdi luong,
tir khoang 20% khéi luong/khdi lwong dén khoang 65% khdi luong/khdi lugng, tir
khoang 25% khéi lvong/khéi lvgng dén khoang 60% khdi lugng/khdi lugng, tir khoang
30% khéi luong/khdi luong dén khoang 55% khdi lugng/khéi lugng, tir khoang 35%
khéi luong/khéi luong dén khoang 50% khéi lugng/khdi lugng, hodc tir khoang 37%
khéi lugng/khéi lvong dén khoang 47% khéi lugng/khdi lugng;

(b2) polysorbat 80 (Tween 80) c6 mat voi ndng d6 nam trong khoang tir khoéng
3% khéi lwong/khdi lwong dén khoang 25% khéi lugng/khéi lugng, tir khoang 4% khdi
luong/khbi luong dén khoang 20% khdi lugng/khdi luong, tir khoang 5% khoi
luong/khéi luong dén khoang 17% khdi lugng/khdi luong, tir khoang 6% khoi
luong/khdi lwong dén khoang 14% khdi lwong/khdi lugng, hodc tir khoang 7% khdi
lwong/khéi lugng dén khoang 13% khdi lwong/khéi luong;
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(¢) glyxeryl monooleat (Peceol) c6 mit voi ndng do nam trong khoang tr khoang
15% khéi luong/khéi luong dén khoang 70% khdi lwgng/khdi lugng, tir khoang 20%
khéi leong/khéi luong dén khoang 65% khéi lugng/khdi lwgng, tir khoang 25% khoi
lugng/khdi luong dén khoang 60% khbi luong/khdi lugng, tir khoang 30% khoi
luong/khdi luong dén khoang 55% khéi luong/khdi lugng, tir khoang 35% khoi
lwong/khéi lwong dén khoang 50% khoi lwong/khdi lugng, hodc tir khoang 38% khi
lugng/khéi lugng dén khoang 48% khdi lugng/khéi lugng; va

(d) DL-Alpha tocopherol (Vitamin E) c6 mit v6i ndng d6 nam trong khoang tir
khoang 0,02% khéi lwong/khdi lugng dén khoang 5% khdi lwong/khdi lwong, tir khoang
0,05% khéi luong/khdi luong dén khoang 4% khdi lwgng/khdi lugng, tir khoang 0,1%
khéi luong/khdi lvong dén khoang 3% khéi lwgng/khéi lugng, tir khoang 0,2% khoi
luong/khdi lugng dén khoang 2% khéi lwong/khdi luwong, tir khoang 0,3% khéi
lvong/khéi lugng dén khoang 1,8% khéi lugng/khdi lugng, hode tir khoang 0,5% khoi
lwong/khbi lugng dén khoang 1,5% khéi lugng/khdi lwong.

Theo mdt s6 phwong 4n, dugc pham chta hop chit A, glyxerol
monocaprylocaprat (Capmul MCM), caprylocaproyl polyoxyl-8 glyxerit (Labrasol
ALF), polysorbat 80 (Tween 80), glyxeryl monooleat (Peceol), va DL-alpha tocopherol
(Vitamin E).

Theo mot sé phuong an, dugc pham cha:

(a) hop chat A c6 mit véi ndng d6 nim trong khoang tir khoang 0,1% khoi
luong/khéi lwong dén khoang 50% khdi luong/khdi lugng, tir khoang 0,2% khéi
luong/khéi Iwong dén khoang 40% khdi lugng/khdi lwong, tir khoang 0,3% khdi
lvong/khéi lwong dén khoang 30% khdi lugng/khbi lwong, tir khoang 0,5% khdi
luong/khéi lwong dén khoang 20% khdi lugng/khdi lugng, tir khoang 0,8% khéi
lvong/khdi lrong dén khoang 15% khdi lugng/khdi luong, hodc tir khoang 1% khoi
lugng/khéi lugng dén khoang 10% khdi lugng/khdi luong;

(b1) glyxerol monocaprylocaprat (Capmul MCM) c6 mat véi ndng d6 nam trong
khoang tir khoang 15% khdi lugng/khi lugng dén khoang 60% khéi lugng/khoi lugng,
tir khoang 20% khéi lwong/khdi lugng dén khoang 65% khéi lwong/khdi lwong, tir
khoang 20% khéi lwong/khdi luong dén khoang 55% khéi lwong/khdi lugng, tir khoang
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25% khdi lwgng/khdi lugng dén khoang 50% khdi lugng/khdi lugng, tir khodng 30%
khéi luong/khbi huong dén khoang 45% khoi lwong/khdi lugng, hodc tir khoang 32%
khéi luong/khdi lrong dén khoang 42% khéi lugng/khdi lugng;

(b2) caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) c6 mat v6i ndéng do nim
trong khoang tir khoang 3% khéi lvong/khdi luong dén khoing 25% khéi lugng/khoi
luong, tir khoang 4% khdi luong/khdi lugng dén khoang 20% khéi lugng/khdi lugng,
tir khoang 5% khéi lwong/khéi lwong dén khoang 17% khéi lwong/khdi lwong, tir khoang
6% khéi luong/khéi lugng dén khoang 14% khéi lugng/khdi lugng, hogc tir khoang 7%
khéi luong/khdi luong dén khoang 13% khéi lwgng/khdi lugng;

(b3) polysorbat 80 (Tween 80) c6 mit voi ndng do tir khoang 3% khdi lwong/khdi
luong dén khoang 25% khdi lugng/khdi lugng, tir khoang 4% khéi lugng/khdi luong
dén khoang 20% khéi luong/khdi luong, tir khoang 5% khdi luong/khdi luong dén
khoang 17% khoi lwong/khébi lwong, tir khoang 6% khdi lwong/khdi lugng dén khoang
14% khéi luong/khéi lugng, hodc tir khoang 7% khéi lvgng/khdi lwong dén khoang 13%
khéi lwong/khdi lwong;

(¢) glyxeryl monooleat (Peceol) c6 mat voi ndng d6 nam trong khoang tir khoang
15% khdi lugng/khdi lugng dén khoang 60% khdi lugng/khdi lugng, tir khoang 20%
khéi lwong/khéi lugng dén khoang 65% khéi lwong/khdi lugng, tir khoang 20% khoi
luong/khdi lwong dén khoang 55% khéi luong/khdi luong, tir khoang 25% khdi
luong/khdi luong dén khoang 50% khéi lugng/khdi lugng, tir khoang 30% khoi
lwong/khdi lugng dén khoang 45% khéi lwong/khdi lugng, hoic tir khodng 33% khoi
lugng/khdi lwong dén khoang 43% khéi lugng/khdi lugng; va

(d) DL-Alpha tocopherol (Vitamin E) c6 mat v6i ndng do nam trong khoang tir
khoang 0,02% khéi luong/khdi lugng dén khoang 5% khdi lugng/khéi luong, tir khoang
0,05% khéi lugng/khéi luong dén khoang 4% khdi lugng/khdi lugng, tir khoang 0,1%
khéi lwong/khdi luong dén khoang 3% khdi lwong/khdi lugng, tir khoang 0,2% khoi
luong/khdi lwong dén khoang 2% khéi luong/khdi lugng, tir khoang 0,3% khoi
lugng/khdi lwgng dén khoang 1,8% khdi lwgng/khéi luong, hodc tir khoang 0,5% khéi
lugng/khdi luong dén khoang 1,5% khéi lugng/khdi lugng.

Theo mot sé phuong an, duoc pham chira:
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(a) hop chit A c6 mit véi ndng d6 nam trong khoang tir khoang 0,1% khéi
lugng/khéi luong dén khodng 50% khdi luong/khéi lugng, tir khoang 0,2% khoi
luong/khdi luong dén khoang 40% khdi lugng/khdi luong, tir khoang 0,3% khoi
luong/khdi luong dén khoang 30% khdi lugng/khdi luong, tir khoang 0,5% khoi
luong/khbi lwong dén khoang 20% khéi lwong/khdi luong, tir khoang 0,8% khéi
lwong/khdi luong dén khoang 15% khdi luong/khdi luong, hodc tir khoang 1% khoi
lugng/khdi luong dén khoang 10% khéi lwgng/khdi luong;

(b1) glyxerol monocaprylocaprat (Capmul MCM) c6 mat voi ndng do nam trong
khoang tir khoang 15% khdi luong/khdi lwong dén khoang 60% khéi lugng/khdi huong,
tir khoang 20% khéi luong/khdi lugng dén khoang 65% khdi lwong/khéi lugng, tir
khoang 20% khéi luong/khdi lugng dén khoang 55% khéi lugng/khdi lugng, tir khoang
25% khéi lugng/khéi luong dén khoing 50% khdi lwgng/khdi lugng, tir khoang 30%
khéi luong/khéi lwong dén khoang 45% khéi lugng/khdi lugng, hodc tir khoang 32%
khéi lwong/khdi luong dén khoang 42% khdi lugng/khdi lugng;

(b2) caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) c6 mat v6i ndng d6 nam
trong khoang tir khoang 3% khéi lwong/khbi lugng dén khoang 25% khoi lwong/khbi
luong, tir khoang 4% khdi lwong/khdi lugng dén khoang 20% khéi lwong/khbi lwong,
tir khoang 5% khéi lugng/khdi lugng dén khoang 17% khéi lwong/khdi luong, tir khoang
6% khdi luong/khdi luong dén khoang 14% khéi lugng/khéi lugng, hogc tir khoang 7%
khéi lwong/khdi luong dén khoang 13% khdi lugng/khdi luong;

(b3) polysorbat 80 (Tween 80) co mit v6i ndng do tir khoang 3% khdi luong/khdi
lwrong dén khoang 25% khéi lwong/khdi lugng, tir khoang 4% khéi lugng/khdi lugng
dén khoang 20% khéi luong/khdi lugng, tir khoang 5% khdi lwong/khéi lugng dén
khoang 17% khéi lugng/khéi lugng, tir khodng 6% khdi lwong/khéi lugng dén khoang
14% khdi luong/khéi luong, hodc tir khoang 7% khdi lugng/khéi lwgng dén khoang 13%
khéi lugng/khdi luong;

(¢) glyxeryl monooleat (Peceol) c6 mat véi ndéng d6 nam trong khoang tir khoang
15% khdi lwong/khdi luong dén khoang 60% khdi luong/khdi lugng, tir khoang 20%
khéi luong/khdi Iwong dén khoang 65% khdi lwong/khéi lugng, tir khoang 20% khbi
lugng/khdi lwong dén khoang 55% khdi lugng/khéi lugng, tir khoang 25% khoi
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luong/khdi lwong dén khoang 50% khéi luong/khdi lugng, tir khoang 30% khoi
lwong/khébi luong dén khoang 45% khéi lwong/khéi lwong, hodc tir khoang 33% khi
lwong/khdi lugng dén khoang 43% khdi lugng/khdi luong; va

(d) DL-Alpha tocopherol (Vitamin E) c6 méat véi ndng d6 nim trong khoang tir
khoang 0,005% khéi luong/khdi lwong dén khoang 3% khdi luong/khéi luong, tir
khoang 0,01% khéi luong/khéi lugng dén khoang 2% khdi lugng/khéi luong, tir khodng
0,02% khéi luong/khéi lugng dén khoang 1% khéi lugng/khéi luong, tir khoang 0,05%
khéi luong/khéi luong dén khoang 0,5% khdi lwgng/khdi lugng, tir khoang 0,08% khbi
luong/khéi luong dén khoang 0,4% khéi lugng/khdi lugng, hogc tir khoang 0,1% khbi
lugng/khdi lvong dén khoang 0,3% khéi lugng/khdi lugng.

Theo mdt s6 phuong 4n, durge pham chira:

(a) hop chit A c6 mit véi ndng do nim trong khoang tir khoang 0,1% khéi
lwong/khbi lwong dén khoang 50% khéi luong/khdi lugng, tir khoang 0,2% khi
luong/khéi lugng dén khoang 40% khéi lugng/khdi luong, tir khoang 0,3% khbi
luong/khdi luong dén khoang 30% khdi lugng/khdi luong, tir khoang 0,5% khoi
lwong/khéi luong dén khoang 20% khdi lwong/khéi lugng, tir khoang 0,8% khdi
lwong/khéi lwgng dén khoang 15% khdi lugng/khdi lugng, hode tir khoang 1% khoi
lugng/khéi lugng dén khoang 10% khéi lugng/khéi luong;

(b1) glyxerol monocaprylocaprat (Capmul MCM) c6 mat voi ndng d6 nam trong
khoang tir khoang 15% khéi lugng/khdi lwong dén khoang 60% khéi luong/khdi luong,
tir khoang 20% khéi luong/khéi lwong dén khoang 65% khéi lugng/khdi luong, tir
khoang 20% khéi luong/khdi lugng dén khoang 55% khéi lugng/khdi lugng, tir khoang
25% khéi lugng/khéi luong dén khoang 50% khdi lwong/khdi lugng, tir khoang 30%
khéi luong/khéi luong dén khoang 45% khéi lugng/khdi lugng, hodc tir khoang 32%
khéi lugng/khdi luong dén khoang 42% khéi lwong/khdi lugng;

(b2) caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) ¢6 mat v6i ndéng do nim
trong khoang tir khoang 3% khéi luong/khéi lugng dén khoang 25% khdi lwong/khdi
luong, tir khoang 4% khdi luong/khdi Iwong dén khoang 20% khdi lugng/khdi luong,
tir khoang 5% khéi lwong/khdi lugng dén khoang 17% khdi lwong/khéi lugng, tir khoing
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6% khdi luong/khéi lugng dén khoang 14% khdi lwong/khdi lugng, hodc tir khoang 7%
khéi lugng/khéi luong dén khoang 13% khéi lugng/khdi lugng;

(b3) polysorbat 80 (Tween 80) c6 mat v6i ndng do tir khoang 3% khéi lwong/khbi
lwong dén khoang 25% khoi lwong/khdi luong, tir khoang 4% khéi lugng/khdi luong
dén khoang 20% khéi luong/khdi luong, tir khoang 5% khéi luong/khdi luong dén
khoang 17% khéi lwong/khéi luong, tir khoang 6% khdi lugng/khdi luong dén khoang
14% khéi luong/khéi lwong, hodc tir khoang 7% khdi lugng/khéi lugng dén khoang 13%
khéi lugng/khdi luong;

(¢) glyxeryl monooleat (Peceol) c6 mit voi ndng d6 nam trong khoang tir khoang
15% khdi lwong/khdi luong dén khoang 60% khdi lugng/khdi lugng, tir khoang 20%
khéi lwong/khdi lugng dén khoang 65% khoi lwong/khbi lugng, tir khoang 20% khéi
luong/khdi luong dén khoang 55% khdi lwong/khdi luong, tir khoang 25% khéi
lugng/khdi lwong dén khoang 50% khdi lwong/khéi luong, tir khoang 30% khoi
luong/khéi lwong dén khoang 45% khéi lwong/khdi lugng, hoge tir khoang 33% khéi
lugng/khéi luong dén khoang 43% khéi lugng/khdi luong; va

(d) DL-Alpha tocopherol (Vitamin E) c6 mat véi ndng do nam trong khoang tur
khoang 0,002% khoi lwong/khdi lwong dén khoang 2% khéi luong/khdi luong, tir
khoang 0,005% khdi luong/khdi lugng dén khoang 1% khéi luong/khdi luong, tir
khoang 0,01% khéi luong/khdi lwong dén khoang 0,5% khéi lugng/khéi luong, tir
khoang 0,02% khdi luong/khéi luong dén khoang 0,3% khdi lwong/khdi luong, tir
khoang 0,03% khéi luong/khdi lwong dén khoang 0,2% khéi lurong/khdi lugng, hogc tir
khoang 0,05% khéi lvong/khéi lwgng dén khoang 0,15% khéi lugng/khdi lugng.

Theo mot sb phuong an, dugc phém chira:

(a) hop chat A tir khoang 1% khéi luong/khdi luong dén khoang 10% khoi
lugng/khbi lwong hodc tir khoang 5% khéi lwong/khdi lugng dén khoang 10%;

(b1) glyxerol monocaprylocaprat (Capmul MCM) c6 mit v6i ndng d6 nam trong

khoang tir khoang 30% khéi lugng/khdi lvgng dén khoang 40% khéi lugng/khdi lugng;
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(b2) caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) c6 mat v6i ndng d6 nam
trong khoang tir khoang 7% khéi lugng/khdi lwong dén khoang 13% khéi luong/khdi

luong;

(b3) polysorbat 80 (Tween 80) c6 mit véi ndng dd tir khoang 7% khdi lwong/khoi
lwong dén khoang 13% khéi lwong/khbi lugng;

(¢) glyxeryl monooleat (Peceol) c6 mat voi ndng d6 nim trong khoang tir khoang

33% khéi luong/khdi lvong dén khoang 43% khéi lugng/khdi lugng; va

(d) DL-Alpha tocopherol (Vitamin E) c6 mat v6i ndng do nim trong khoang tir
khoang 0,05% khéi luong/khdi lwong dén khoang 1,5% khéi lugng/khdi lwong hodc
nim trong khodng tir 0,5% khéi lwong/thé tich dén 1,0% khdi luong/thé tich.

Céc tac nhan di€u tri bo sung

Céan hiéu réng, hop chit A hoic mubi dugc dung dugc st dung két hop v6i mot
hoic nhidu tac nhan diéu tri bo sung trong diéu tri hodc phong ngira bénh hodc tinh trang

dugce bdc 16 trong ban mo ta nay.

Do vy, theo mot sb phuong an, duoc phém theo sang ché chira hop chét A hoic
mubi duoc dung va mot hodc nhiéu tac nhan diéu tri bd sung. Theo cach khac, hop chét
A hodc mubi duge dung va mot hodc nhidu tac nhan didu tri bd sung c6 thé duge phdi
ché trong cac dugc pham riéng biét. Theo mot s6 phuong an, cac dugc pham riéng biét

¢6 thé duoc chira trong mot bo kit dugc phém.

Vi du vé tac nhan diéu tri bd sung thich hgp bao gdm, nhung khong chi gidi han
&, chét chil van a2-adrenergic va chét chu vén thu thé imidaZoline nhu clonidine; chit
chéng trdim cam bao gdm chét (rc ché tai hdp thu chon loc serotonin (SSRIs) nhu
citalopram, dapoxetine, escitalopram, fluoxetine, fluvoxamine, paroxetine va sertraline,
va chit ac ché tai hip thu chon loc serotonin—norepinephrine (SNRIs) nhu
desvenlafaxine, duloxetine, levomilnacipran, milnacipran va venlafaxine, va chat diéu
bién va chét kich thich serotonin (SMSs) nhu vortioxetine va vilazodone, ca chét wrc ché
t4i hap thu serotonin—noradrenaline-dopamine nhu tesofensine; thudc chéng béo phi/

giam can bao g6m chét chi van nghich d6i v6i thu thé cannabinoid CB 1 nhu rimonabant,
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va chét cha vén thu thé MC4 nhu bremelanotide, modimelanotide, PF-00446687, PL-
6983, PL-8905, setmelanotide, va cac thude ma chung lam cai thién sy kiém so4t duong
huyét nhu insulin va cic dang tic dong kéo dai ctia hormon nay nhu aspart, detemir,
glargine, isophane va lispro, va chat e ché dipeptidyl peptidaza-4 (DPP-4) nhu
anagliptin, aloglitin, dutogliptin, linagliptin, omarigliptin, saxagliptin, sitagliptin,
teneligliptin, trelagliptin va vildagliptin, va chét chu van thu thé GLP-1 nhur albiglutide,
dulaglutide, exenatide, liraglutide, lixisenatide va semaglutide, cht trc ché van chuyén
natri-glucoza kiéu phu 2 (SGLT-2) nhu canagliflozin, dapagliflozin, empagliflozin va
ipragliflozin, va chét wre ché glycosit hydrolaza nhu acarbose va miglitol, va meglitinide
nhu repaglinide va nateglinide, va sulfonylure nhu glibenclamide (glyburide),
glibornuride, gliclazide, glimepiride, glipizide, gliquidone, glisoxepide va
glyclopyramide, va thiazolidinedione nhu pioglitazone va rosiglitazone, ciing bang cach
dat duoc sy kiém soat duong huyét bang cach 1am giam sy san xuét glucoza & gan, lam
giam su hép thu glucoza va gia ting sy hép thu glucoza qua trung gian insulin nhu
metformin, va chat kich thich tAm than / chéng co giat nhu phentermine/topiramate, va
chét e ché tai hip thu norepinephrine-dopamine (NDRI), chit d6i khang thu thé
nicotinic / cht d6i khang opiate nhur bupropion/naltrexone, va chit chi van thu thé chon
loc serotonin 2¢ nhu lorcaserin, va chét e ché phosphodiesteraza typ-4 nhu apremilast,
cilomilast, ibudilast, piclamilast va roflumilast; chét chi van kappa opioid nhu chit
twong tu dynorphin, nalfurafine va pentazocine; chit trc ché men aromataza nhu
anastrozole, exemestane, letrozole va testolactone; chit chi van thu thé hormon giai
phéng gonadotropin nhu leuprolide, buserelin, histrelin, goserelin, deslorelin, nafarelin
va triptorelin; chat d6i khang thu thé hormon giai phong gonadotropin nhu ASP1707,
elagolix, relugolix va linzagolix (OBE2109); va khang androgen (chét chen thu thé
androgen) nhu cyproterone axetat, apalutamide, bicalutamide, darolutamide,
enzalutamide, flutamide, nilutamide; chit wc ché CYP17A1 nhu abiraterone,
ketoconazole va seviteronel; va chét chen thu thé androgen va chit e ché CYP17A1
két hop nhu galeterone, va liéu phap diéu tri thay thé hormon nhu céc thudc chi chira
duy nhét estrogen bao gbm estrogen lién hop, estradiol, estrogen este hoa, estropipate
va estrogen lién hop tong hop; cic thube chi chira progestin bao gdm progesterone

micron héa va medroxyprogesterone axetat; estrogen ket hop va cac thudc progestin bao
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gbm estradiol/ norethindrone axetat, estradiol/ drospirenone, estradiol/ levonorgestrel,
ethinyl estradiol/ norethindrone axetat, estradiol/ norgestimate, estrogen lién hgp/
medroxyprogesterone; estrogen két hop va SERMS bao gdm estrogen lién hop/
bazedoxifene; chét diéu bién thu thé chon loc estrogen (SERMs) nhu bazedoxifene,
clomifene, xyclofenil, tamoxifen, ormeloxifene, toremifene, raloxifene, lasofoxifene va
ospemifene; chit thoai bién thu thé chon loc estrogen (SERDs) nhu fulvestrant,

brilanestrant va elacestrant.

Theo mot sb phuong an, mot hodc nhiéu tdc nhan diéu tri bd sung dugc chon tur
chat trc ché aromataza nhu anastrozole, exemestane, letrozole va testolactone; chét diéu
bién thu thé chon loc estrogen (SERMs) nhu bazedoxifene, clomifene, xyclofenil,
tamoxifen, ormeloxifene, ospemifene, toremifene, raloxifene va lasofoxifene; chét thoai

bién thu thé chon loc estrogen (SERDs) nhu fulvestrant, brilanestrant va elacestrant.

Theo mot sb phuong 4n, mot hodc nhiéu tac nhan diéu tri bd sung dugc chon tir
thubc ma chung lam cai thién sy kiém soat dudng huyét nhu insulin va céc dang tac
dong kéo dai cuia hormon nay nhu aspart, detemir, glargine, isophane va lispro, va chét
trc ché dipeptidyl peptidaza-4 (DPP-4) nhu anagliptin, aloglitin, dutogliptin, linagliptin,
omarigliptin, saxagliptin, sitagliptin, teneligliptin, trelagliptin va vildagliptin, va chat
cht van thu thé GLP-1 nhu albiglutide, dulaglutide, exenatide, liraglutide, lixisenatide
va semaglutide, chat tic ché van chuyén natri-glucoza kiéu phu 2 (SGLT-2) nhu
canagliflozin, dapagliflozin, empagliflozin va ipragliflozin, va chét e ché glycosit
hydrolaza nhu acarbose va miglitol, va meglitinide nhu repaglinide va nateglinide, va
sulfonylure nhu glibenclamide (glyburide), glibornuride, gliclazide, glimepiride,
glipizide, gliquidone, glisoxepide va glyclopyramide, va thiazolidinedione nhu
pioglitazone va rosiglitazone, cling bang cach dat duge su kidm so4t dudong huyét bang
cach lam giam san xuét glucoza & gan, 1am giam hép thu glucoza va lam tang sy hép thu
glucoza qua trung gian insulin nhu metformin.

Theo mot sb phuong an, mot hodc nhiéu tac nhan diéu tri bd sung dugc chon tu
céc thude ma ching 1am cai thién su kiém soat duong huyét nhu insulin va cdc dang tac
dong kéo dai ctia hormon nay nhu aspart, detemir, glargine, isophane va lispro, va chét

trc ché dipeptidyl peptidaza-4 (DPP-4) nhu anagliptin, aloglitin, dutogliptin, linagliptin,
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omarigliptin, saxagliptin, sitagliptin, teneligliptin, trelagliptin va vildagliptin, va chat
cht van thu thé GLP-1 nhu albiglutide, dulaglutide, exenatide, liraglutide, lixisenatide
va semaglutide; va chét e ché van chuyén natri-glucoza kiéu phu 2 (SGLT-2) nhu
canagliflozin, dapagliflozin, empagliflozin va ipragliflozin; va sulfonylure nhu
glibenclamide (glyburide), glibornuride, gliclazide, glimepiride, glipizide, gliquidone,
glisoxepide va glyclopyramide, va lam ting su hép thu glucoza qua trung gian insulin

nhu metformin.

Céac khia canh khac cta dugc pham

Duoc pham theo sang ché dugc phéi ché dé dung theo dudng ubng (tirc 13, dugc

phim ubng).

Dugc pham dé dung theo duong udng theo sang cheé la cac vién nang mém dugc

nap, chang han céc vién nang gelatin.

Theo mdt s6 phuong an, dugce pham theo sang ché c6 thé dugc tao ra sir dung cac
phuong phéap va ky thuét thong thuong duoc st dung trong didu ché cac ché pham nhu

vay trong nganh cong nghi€p duoc pham.

Theo mdt sé phuong 4n, duoc phim theo sang ché c6 thé duogc diéu ché theo cach
thong thuong, ching han, bang cach tron thich hop cac thanh phén trong mot hodc nhiéu
binh, c4c thanh phan duoc hoa tan sir dung cac k¥ thuat duge pham xéc dinh.

Trong mot quy trinh dién hinh bao ché duoc pham theo sang ché, thanh phan hoat
tinh duoc hoa tan trong hdn hgp cua céc ta duge duy tri nhiét do 6 trong khoang tir 30°C
dén 40°C trong mdi trudng khi quyén tro, ching han mén boc khi nito, va duéi anh sang
mau vang hodc dugc bao vé tranh anh sang, cho t6i khi thanh phén hoat tinh duoc hoa
tan hoan toan va sau d6, dugc bao quan trong cac dd chura gén kin cho t6i khi st dung

tiép theo.

Thanh phén hoat tinh dugc chon tir hop chat A hoic mudi duoc dung cua no,
hodc hop chit A & dang tinh thé khan (dang 1) hodc thanh phﬁn hoat tinh 1a hgp chéat A
hodc mudi dugc dung cua no, hodc hop chit A ¢ dang tinh thé khan (dang 1) v6i mot

hodc nhiéu tac nhan di€u tri bo sung.
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Do vay, sang ché ciing dé cap dén phuong phap bao ché duoc pham theo sang

ché béng cach hoa tan thanh phén hoat tinh trong it nhit mot ta duoc.

Theo mét sé phwong 4n, thinh phan hoat tinh 13 hop chét A hodc mubi duge dung
ctia n6. Theo mot sb phuong an, thanh phan hoat tinh 13 hop chét A.

Theo mdt s6 phuong 4n, thanh phan hoat tinh 12 hop chit A & dang tinh thé khan
(dang 1).

Theo mot s6 phuong an, thanh phén hoat tinh 1a hgp chét A hodc mubi duoc dung
cua no, hoac hop chit A & dang tinh thé khan (dang 1) v6i mot hodc nhiéu tac nhan diéu

tri b6 sung.

Can hiéu ring, vo nang ctia vién nang gelatin mém theo sang ché c6 thé dugc tao
ra thich hop tir cac gelatin nhu Gelatin, NF, EP va c6 thé bao gdm céc chit déo hoa nhu
anidrisorb, glyxerin hodc sorbitol, nuéec, chét bao quan, (cac) chét tao mau, va (cac) chét

lam m¢ duc nhu titan dioxit.

Nang c6 thé ¢6 hinh dang bat ky, tot hon nang c6 thé dugc kéo thudn dai nhu
dang bau duc, dang thuon, dang trai xoan hodc hinh tru véi cac d4u duge lam tron. Theo
mot s6 phuong 4n, nang chira tir khoang 1 mg dén khoang 500 mg, tir khoang 1 mg dén
khoang 250 mg, tir khoang 1 mg dén khoang 100 mg, tir khoang 2 mg dén khoang 50
mg, tir khoang 3 mg dén khoang 40 mg, tir khoang 4 mg dén khoang 30 mg, hoic tir
khoang 5 mg dén khoang 29 mg hop chét A. Theo mdt s6 phuong an, nang chira khoang
5 mg, khoang 6 mg, khoang 7 mg, khoang 8 mg, khoang 9 mg, khoang 10 mg, khoang
11 mg, khoang 12 mg, khoang 13 mg, khoang 14 mg, khoang 15 mg, khoang 16 mg,
khoang 17 mg, khoang 18 mg, khoang 19 mg, khoang 20 mg, khoang 21 mg, khoang 22
mg, khoang 23 mg, khoang 24 mg, khoang 25 mg, khoang 26 mg, khoang 27 mg, khoang
28 mg, hoic khoang 29 mg hop chit A.

Can hiéu ring, luong can thiét ciia hop chét A trong duoc pham theo séng ché s&
phu thudc vao nhiéu yéu t6 bao gdm mirc do trdm trong cua tinh trang can diéu trj va
tudi va tinh trang cua dbi tuong tiép nhan va cubi cung 1a theo su quyét dinh ctia bac si

diéu tri.
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Nang gelatin mém c6 thé chira cac ty 1¢ khac nhau vé gelatin, glyxerin, dung dich

sorbitol sorbitan va nudc.

CAn hiéu ring, nang gelatin mém c6 thé duoc diéu ché theo cac phuong phép va
k§ thuat da biét dbi v6i ngudi c6 k¥ ndng trong linh vuc. Ching han, nang gelatin mém

c6 thé duoc diéu ché theo quy trinh tao nang bang khudn quay.

Quy trinh khudn quay lién quan dén su tao ra lién tuc sw han kin nhiét gitta hai
bang gelatin, déng thoi véi viée diung lidu chét 16ng nap trong trong mdi mdt nang.

(J.P.Stanley, the Theory and Practice of Industrial Pharmacy, 3“Ed., 1986, p398-412).

Cu thé trong quy trinh tao nang, bé chira gelatin dwgc dit & trén may tao nang.
Khdi gelatin chuyén déi dugc cAp nho trong luc qua hai 6ng gelatin gia nhiét vao trong
cac hop trai gelatin gia nhiét. O dau ciia mdi 6ng gelatin c6 mot van didu bién. Van diéu
bién duoc bd tri mot mang ngadn ma nd két ndi voi khi nén. Tai loc mét ludi 100 micron
duoc gin ¢ du cua van diu bién loc cac hat bat ky tir khdi gel. Mirc gelatin bén trong
hop trai liéu kich hoat cong tic gan cho phép khi nén déng mang ngan bén trong van
diéu bién, bang cach d6 1am dirng dong khéi gelatin. Khi ma mirc gelatin trong hop giam
xubng, khi nén dugc khtr kich hoat cho phép gelatin chay qua van didu bién. Hop trai
lidu duoc lip & trén trdng duc trén mdi mot phia clia may tao nang va dugc bat chat bing
cac gia lap. Hop trai liéu trai khéi gelatin 1én trén tréng dic dong déu & do day mong

muon.

May tao nang diic mdt bang mong gelatin nong chay lén trbng duc hinh tron dugc
1am lanh bing nuéc ma trong nay quay & tbe do ty 18 truc tiép véi tbc d6 cia may/khudn.
Biang gelatin dugc lam lanh trén trong duic, sau d6 duge kéo ra va duge xuyén qua mot
chudi 6ng phun, cac 6ng niy boi tron bén trong va bén ngoai cta bang gelatin. Ngay sau
khi bing gelatin dugc boi tron, né chay qua bd phén in truc tiép, bo phan nay phu 166
in 1én bang. Tiép theo, bang gelatin dugc xuyén qua may tao nang gilta ném chén va
khu6n quay. Ném chen dugc bd tri & mit trén cia bang gelatin va khudn quay. Ném
chén duoc st dung dé gia nhiét bang gelatin truéc khi khudn quay cit vo gelatin mém
thanh hai nira. Nhiét tir ném chén dugc st dung dé tao thuan loi cho viéc gén kin hai

nira vo gelatin mém. Ngoai ra, ném chén dugc dung trong viéc nap day nang geltin mém,
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thong qua bom thubc dich chuyén duong, bom nay dinh lidu nguyén liéu nap qua ném

chén vao trong nang gelatin mém tao thanh.

Trude khi bit ddu tao nang, mot s 1an khoi dong dé kiém tra quy trinh duorc tién
hanh. Khi tit ca cac thong sé ndm trong khoang chip nhan dugc theo ban ghi mé chinh
(Master Batch Record), quy trinh tao nang dugc khéi dAu. Cac thao tac kiém tra trong
quy trinh duoc tién hanh tai cac khoang thoi gian déu dan trong khi tao nang dé kiém
tra cac dap ing quy trinh va két qua dugc ghi lai. Hé théng dir liu dién tir ghi mot cach
tur dong thoi gian thu thép mau, két qua trong quy trinh va bét ky su sai léch hodc céac
bién cb san xuét nao trong qua trinh tao nang. C4c thao tac kiém tra trong quy trinh bao
gbm: khdi lugng nap, khéi lugng vé, va do day mdi han kin (mdi han kin trudc va mbi
han kin sau). C4c thao tc kiém tra truc quan dugc tién hanh tai may, bao gdm hinh dang
gelatin mém va chét luong in trong quy trinh tao nang. Khéi lugng vé gelatin mém duoc
x4c dinh va ghi lai & cung thoi diém khéi lvong nap duge x4c dinh. Khdi lugng nap va
vé dugce ghi lai tai cac khoang gidn cach déu din véi cac thao tac kiém tra do day mdi
han kin (méi han kin trudc va mbi han kin sau). Sau khi tao nang, cac nang gelatin mém
duoc 14t nhao cho t6i khi chung c6 thé duoc trai 1én cac khay nong dé cho cac nang
ngudi va mét nudc. Cac khay nong chira nang gelatin mém sau d6 duoc sdy kho trong
him sdy & diéu kién do 4m va nhiét do dwoc kiém soat dé lam giam ham luong am cua
v6 nang dé ngin chin sy sinh trudng cla ndm mdc va vi khuén, tranh cho cdc nang
khong bi dinh véi nhau va cung cép d6 cting va hinh dang thich hgp cho nang. Diém két
thuc siy kho dién hinh dugc x4c dinh théng qua thit nghiém vé d6 cing. Khi dat téi dich
d6 ctng tiéu chudn, nang gelatin mém khi d6 dugc chuyén tir cac khay nong vao trong

c4c khay sau sau khi 1ay ra khoi ham say dé dong goi so luong 16n.

Viéc san xuét thuong mai tuan theo quy trinh twong tw nhung & quy md 16n hon
nhiéu. Dong thoi gian trong san xuit mot mé don ~1000000 nang gelatin mém c6 thé
nim trong khoang tir 4 dén 5 ngay t6i trén 14 ngay, phu thudc chu yéu vao giai doan

thoi gian sdy kho nang.

Do vy, sang ché dé cap dén phuong phép tao ra nang gelatin mém bao gém cac
budc tao ra vé nang, tron két hop ché pham chira hop chét A hodc mudi dugc dung ctia

né va it nhat mét ta duoc, va dua vao trong vo nang.
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Theo m6t sé phuong an, duoc pham chira hop chat A.

Theo mdt sb phuong an, dugc phém la duoc phém long. Theo mot s6 phuong én,

duoc phdm 1 dugc pham 1éng va chita hop chat A.

Phuong phép st dung

Phan mo ta sang ché boc 1o phwong phép diéu tri hodc phong ngira bénh hodc
tinh trang, bao gf‘f)m budc dung cho dbi tuong can diéu tri luong c6 hiéu qua dugc ly cua

hop chét A hodc mubi dugc dung cua no.

Phin mé ta sang ché bdc 16 phuwong phap diéu tri hodc phong ngira bénh hodc
tinh trang, bao gdm bude ding cho d6i twong can diéu tri lwgng c6 higu qua dugce ly cua

duogc pham duge bdc 19 trong ban md ta nay.

Theo mot sb phuong an, hop chit A hodc dugc phém duoc bdc 10 trong ban mo

t4 nay duoc dung mdi ngay mot lan.

Theo mot sé phuong an, hop chét A hoic duge phdm duge boc 19 trong ban mod
ta nay duoc dung hai hodc nhiéu hon hai lan hang ngay (vi du, hai, ba, bdn, nam, sau,
bay, tam, chin hodc mudoi hodc hon mudi 1an hang ngay).

Theo mdt s6 phuong 4n, bénh 1a bénh phu thudc hormon gidi tinh.

Theo mot sb phuong 4an, bénh phu thudc hormon giéi tinh dugc chon tir lac ndi
mac tir cung, xo hoa tt cung, chay mau kinh nguyét nang, hoi chiung budng tring da
nang (PCOS) va chung bbc hoa.

Theo mot sd phuong 4n, bénh 1a chimg béc hoa. Theo mdt s6 phwong 4n, bénh 1a
bénh lién quan dén can ning.

Phan md ta sang ché boc 16 phuong phap diéu tri hodc phong ngira bénh phu
thudc hormon gidi tinh, bao gdm budce dung cho d6i twong can diéu tri lwong c6 higu
qua duogc ly cia dugc pham dugc bdc 1§ trong ban md ta nay.

Phan moé ta sang ché boc 16 phurong phép diéu tri hodc phong ngira bénh phu
thudc hormon gi6i tinh, dugce chon tir lac ndi mac tir cung, xo hoa tir cung, chay mau

kinh nguyét nang, hdi chung budng tring da nang (PCOS) hodc chimg bbc hoa, bao
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gbm bude dung cho déi tuong can diéu tri luong c6 hiéu qua dugc 1y cia duge pham

dugc bde 10 trong ban mo ta nay.

Phan md ta sang ché boc 16 phuong phép didu tri hoic phong ngira ching bbc
hoa, bao gdbm budc ding cho dbi tuong can diéu tri lwong ¢ hiéu qua duge 1y cua dugc

pham dugc boc 19 trong ban md ta nay.
Theo mot s6 phuong 4n, bénh 12 bénh lién quan dén leptin.
Theo mét sé phuong 4n, bénh 1a réi loan thai nghén.

Phan mo ta sang ché boc 16 phuong phap diéu tri hodc phong ngra bénh lién
quan dén leptin, bao gbm budc ding cho dbi tugng can diéu tri lwong c6 hiéu qua dugc

Iy ciia hop chit A hoic mudi duge dung ciia né.

Phan mo ta sang ché boc 16 phuong phéap diéu tri hodc phong nglra 1di loan thai
nghén, bao gém budc dung cho dbi tuong can diéu tri lugng c6 hi¢u qua dugce ly cua

hop chat A hodc mudi duge dung cua no.

Theo mdt s6 phuong an, céc triéu chiing cua tién man kinh, méan kinh, hodc sau
mén kinh dugc chon tir ting md thira trong co thé va/hodc thira can bénh ly, mat ngy,
rdi loan gidc nga va thie dém, lo Au va trAm cam, cac tridu chung tiét niéu cua tiéu gap
va khé tiéu tién.

Phén md ta sang ché boc 16 phwong phap didu tri hodc phong ngira cac tridu
chimg ctia tién man kinh, man kinh, hogc sau mén kinh dugc chon tir ting md thira trong
co thé va/hoac thira can bénh 1y, mét ngu, r6i loan giéc ngu va thirc dém, lo au va trAm
cam, céc triéu chimg tiét niéu cua tiéu gip va kho tiéu tién, bao gbm bude dung cho ddi
tuong can didu tri lugng c6 hidu qua duoc ly ctia hop chét A hodc mudi dugc dung cua
no.

Phin md ta sang ché boc 10 phuong phap diéu tri hodc phong ngira céc triéu
ching lién quan dén méan duc nam gi6i dugc chon tir ting md thira trong co thé va/hoic
thira can bénh ly, mat ngu, r6i loan giéc ngu, thirc dém, lo 4u va trAm cam, céc triéu
chimg tiét niéu cua tiéu gap va kho tiéu tién, bao gdm bude ding cho d6i twong can diéu

tri lugng c6 hi€u qua duoc ly cua hop chit A hodc mubi duoc dung cua no.
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Theo mdt sb phuong an, hgp chét A hodc mudi duoc dung cua né duogc dung &
lidu lugng hang ngay nam trong khoang tir khoang 1 mg dén khoang 500 mg, tir khoang
1 mg dén khoang 250 mg, tir khoang 1 mg dén khoang 100 mg, tir khoang 2 mg dén
khoang 50 mg, tir khodng 3 mg dén khoang 40 mg, tir khoang 4 mg dén khoang 30 mg,
hodc tir khoang 5 mg dén khoang 29 mg.

Theo mot sd phwong an, hop chét A hodc mudi duoc dung ctia n6 duge dung &
lidu lugng hang ngay khoang 5 mg, khoang 6 mg, khoang 7 mg, khoang 8 mg, khoang
9 mg, khoang 10 mg, khoang 11 mg, khoang 12 mg, khoang 13 mg, khoang 14 mg,
khoang 15 mg, khoang 16 mg, khoang 17 mg, khoang 18 mg, khoang 19 mg, khoang 20
mg, khoang 21 mg, khoang 22 mg, khoang 23 mg, khoang 24 mg, khoang 25 mg, khoang
26 mg, khoang 27 mg, khoang 28 mg, hodc khoang 29 mg.

Theo mét s6 phuong 4n, lidu lugng hang ngay ctia hop chét A hodc mudi duge
dung ctia n6 nam trong khoang tir 25 mg dén 160 mg/ngay. Cu thé 1a 25 mg, 40 mg, 60
mg, 80 mg, 100 mg, 120 mg va 160 mg/ngay.

Theo mdt s6 phuong 4n, phurong phap con bao gbm viéc dung cho d6i trong can
diéu tri mot hodc nhidu tac nhan diéu tri bo sung.

Theo mot sd phwong 4n, hop chét A hodc mudi duge dung ctia hop chét nay va
mdt hodc nhidu tac nhan didu tri bd sung dugc ding dong thoi.

Theo mét s6 phuong an, hop chét A hodc mudi duoc dung ciia hop chét nay va
mot hodc nhilu tac nhan diéu tri b6 sung dugc ding trong mot duge pham don.

Theo mot sd phwong 4n, hop chéit A hodc mudi duge dung ctia hop chét nay va
mdt hodc nhidu tac nhan diéu tri bd sung duoc ding trong cic duge pham riéng biét.

Theo mdt sé phuong an, hop chét A hodc mudi duoc dung ciia hop chat nay va
mdt hodic nhidu tac nhan diéu tri bd sung duge ding & trang thai gan vé thoi gian.

Theo mdt s6 phuwong 4n, hop chét A hodc mudi duoc dung ciia hop chat nay va
mot hodc nhiéu tac nhan diéu tri bd sung duoc dung lién tiép theo tha tu hoac theo cach
xen ké.

Theo mot s phuong an, hop chit A hoic mubi duge dung cta hgp chét nay duogc
dung trude khi ding mot hodc nhidu tac nhan diéu trj bd sung.
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Theo mdt sb phuong 4n, mot hodc nhiéu tac nhan diéu tri bd sung dugc dung

trude khi dung hop chat A hoic mudi duoc dung ctia hop chét nay .

Theo mot s6 phuwong an, duge pham va mot hodc nhiéu tac nhan di€u tri bo sung

dugc dung dong thoi.

Theo mdt sO phwong an, duge pham va mot hodc nhiéu tac nhan di€u tri b sung

dwoc ding & trang thai gin vé thoi gian.

Theo mot sO phuong an, dugc pham va mot hodc nhiéu tac nhan di€u tri b sung

dugc dung lién tiép theo thtr ty hodc theo cach xen ké.

Theo mot sb phuong an, dugce phém dugc dung trude khi dung mot hodc nhiéu

tac nhan di€u tri bd sung.

Theo mdt s6 phuong an, mot hodc nhiéu tac nhan diéu tri bd sung dugc dung

truée khi dung duge pham.

Theo mdt s khia canh, séng ché dé cap dén duoc phém dugc bdc 10 trong ban
mo ta nay dé sur dung trong diéu tri hodc phong ngira bénh hodc tinh trang dugc boc 10

trong bdn mo ta nay.

Theo mot s6 khia canh, sang ché dé cap dén duoc phém duoc bde 10 trong ban

md ta ndy, dé sir dung trong diéu tri hozc phong ngira bénh phu thudc hormon gisi tinh.

Theo mot sb khia canh, sang ché dé cap dén dugc phém duoc bdc 10 trong ban
md ta nay, dé st dung trong diéu tri hodc phong nglra bénh phu thudc hormon gidi tinh
duogc chon tir lac ndi mac tir cung, xo héa tir cung, chdy mau kinh nguyét nang, hoi

chimg budng trimg da nang (PCOS) va ching bbc hoa.

Theo mdt sb khia canh, sang ché dé cap dén duogc phém duoc bdc 10 trong ban
mo ta nay, dé st dung trong diéu tri hodc phong ngira chimng bbc hoa.

Theo mdt s6 khia canh, sang ché dé cap dén duoc phém dugce boc 10 trong ban
mo ta ndy dé st dung két hop v6i mot hodc nhiéu tac nhan diéu tri bd sung trong dicu

tri hodc phong ngtra bénh hodc tinh trang dugc boc 10 trong ban mo ta nay.
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Theo mot so khia canh, sang ché dé cap dén t6 hop ctiia duge pham dugc boc 10
trong ban mo ta nay va mot hodc nhiéu tac nhan diéu tri bo sung de sir dung trong di€u

tri hodc phong nglra bénh hodc tinh trang duoc boc 19 trong ban mo ta nay.

Phin mo ta sang ché boc 10 viée sir dung duogc phém duoc boc 10 trong ban mo
ta nay trong san xudt thubc dé diéu tri hoic phong ngtra bénh hoac tinh trang dugc boc

10 trong ban mo ta nay.

Phéin mo ta sang ché boc 10 viée sir dung duogc phém duogc boc 10 trong ban mo
ta nay trong san xuét thudc dé diéu tri hodc phong ngira bénh phu thudc hormon giGi
tinh. Phan mo ta sang ché boc 16 viée st dung dugc phém duoc bdc 16 trong ban mo ta
nay trong san xuat thudc dé diéu tri hodc phong ngira bénh phu thudc hormon giéi tinh
duoc chon tir lac ndi mac tir cung, xo hda tir cung, chay mau kinh nguyét ndng, hoi

chimg budng tring da nang (PCOS) va chimg bdc hoa.

Phan mo ta sang ché boc 16 viéc sit dung dugc pham duogc boc 10 trong ban md

ta nay trong san xuat thudc dé didu tri hodc phong ngira chimg bbc hoa.

Phan mo ta sang ché boc 10 viéc sit dung dugc pham duogc boc 10 trong ban mod
ta nay ket hop vGi mot hodc nhiéu tac nhén di€u tri bo sung trong san xuat thudc dé di€u

tri hodc phong ngira bénh hodc tinh trang dugc bdc 10 trong ban mo ta nay.

Phan mé ta sang ché boc 16 viée sur dung t hop cia dugce phém dugc bde 10 trong
ban mb ta nay va mot hodc nhiéu tic nhan diéu tri b sung trong san xuét thude dé diéu
tri hoac phong ngira bénh hoac tinh trang dugc boc 10 trong ban md ta nay.

Phéan md ta sang ché boc 16 viée st dung hop chét A hodc mubi dugc dung cua
no trong san xuét thubc dé diéu tri hodc phong ngtra bénh hodc tinh trang duoc boc 10
trong ban mo ta nay.

Phan mé ta sang ché boc 16 viée st dung hop chit A hoac mubi dugc dung ctua
no trong san xuét thude dé diéu tri hodc phong ngira bénh lién quan dén leptin.

Phan mo ta sang ché boc 16 viée st dung hop chit A hoac mubi duoc dung cua
no trong san xuat thudc dé diéu tri hodc phong ngira rdi loan thai nghén.

Phan mo ta sang ché boc 16 viée st dung hop chit A hoac mudi duge dung cua
no6 trong san xuat thude diéu tri hodc phong ngira cic triéu chimg cua tién man kinh,
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man kinh, hodc sau man kinh dugc chon tir ting m& thira trong co thé va/hodc thira can
bénh ly, mét ngu, r6i loan giéo ngu va thirc dém, lo 4u va trAm cam, cac triéu chiing tiét
niéu cia tiéu gip va kho tiéu tién.

Phan mé ta sang ché boc 16 viée st dung hop chit A hoic mudi dugc dung cua
n6 trong san xuit thude didu tri hodc phong ngira céc triéu ching lién quan dén méan duc
nam giéi dugc chon tr ting m& thira trong co thé va/hodc thira can bénh 1y, mit nga, rbi
loan gidc ngy, thirc dém, lo 4u va trAm cam, c4c triéu chung tiét nidu cta tiéu gap vakho
tiéu tién.

Phan mé ta sang ché boc 10 viée sur dung hgp chit A hoac mudi duge dung cua
n6 két hop véi mot hoic nhiéu tac nhan didu tri bd sung trong san xuét thudc dé diéu tri

hodc phong ngira bénh hodc tinh trang dugce boc 10 trong ban mo ta nay.

Theo mot sb khia canh, sang ché dé cap dén hop chit A hoic mudi duogc dung
cua no6 trong diéu tri hodc phong ngtra bénh hodc tinh trang dugc boc 10 trong ban mo ta

N\

nay.

Theo mot s6 khia canh, sang ché dé cap dén hop chit A hoic mubi duge dung

clia n6, dé str dung trong diéu tri hoic phong nglra bénh lién quan dén leptin.

Theo mot s khia canh, sang ché dé cap dén hop chit A hoac mudi dugc dung

cia no, dé sir dung trong diéu tri hodc phong ngira roi loan thai nghén.

Theo mot s6 khia canh, sang ché & cap dén hop chit A hoic mubi dugc dung
clia nd dé sir dung trong diéu tri hodc phong nglra cac triéu chung cia tién man kinh,
man kinh, hodc sau méin kinh dugc chon tir ting m& thtra trong co thé va/hoic thira can
bénh ly, mét ngu, 161 loan giéc ngu va thirc dém, lo 4u va trAm cam, cé4c triéu ching tiét
niéu cia tidu gip va kho tiéu tién.

Theo mét s6 khia canh, sang ché @é cap dén hop chit A hoiac mudi dugc dung
ctia n6 dé sir dung trong diéu tri hodc phong ngira céc triéu ching lién quan dén man
duc nam gidi dugc chon tir ting md thira trong co thé va/hodc thira can bénh 1y, mét
ngu, r6i loan giéc ngu, thirc dém, lo au va trAm cam, c4c triéu ching tiét niéu cua tiéu

gap va kho tiéu tién.
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Theo mot sb khia canh, sang ché dé cap dén hop chit A hodc mudi duge dung
ctia n6 két hop v6i mot hodc nhidu tac nhan diéu tri bd sung dé str dung trong diéu tri

hodc phong nglra bénh hodc tinh trang dugc boc 10 trong ban mo ta nay.

Trir khi dugce quy dinh khéc, tit ca cac thuat ngir k§ thuat va khoa hoc st dung
trong ban mo ta nay c6 nghia gidng nhu duge hiéu thong thudng béi ngudi co hiéu biét
trung binh trong linh vuc ma sang ché nay thudc vé linh vuc d6. Trong ban md ta nay,
dang s6 it ciing bao gdm dang s6 nhiéu trir khi ngit canh chi rd khac. Mic du phuong
phép va nguyén liéu twong tu hodc twong duong v6i phuong phap va nguyén liéu dugc
md ta trong ban mo ta nay c6 thé dugc sir dung trong thuc hanh hodc thir nghiém sang
ché, song phuong phap va nguyén liéu thich hop dugc md ta dudi day. Trong trudong
hop mau thuan, ban md ta ndy, bao gém cac dinh nghia, s€ kiém soat. Ngoai ra, cac vat
liéu, cac phuong phap va cac vi du la chi dé minh hoa va khong dugc du dinh gidi han

pham vi ctia sang ché.

Céc du hiéu va cac uu diém khac cta sang ché s& dugc 1am rd hon dua vao phén
mo ta chi tiét va yéu cu bao ho dudi day.
Vi du thwe hién sang ché

Danh muc cac chir viét tit dugc st dung:

NF= Dugc thu qubc gia (National Formulary); EP= Dugc dién chau Au
(European Pharmacopoeia); JP= Dugc dién Nhat Ban (Japanese Pharmacopoeia);

USP - Duoc dién My (United States Pharmacopeia)
Vidul

1.1 Ché pham

Nguyén liéu nap Luong (mg) % khoi

lwong/khdi lugng
Hop chit A (dang 1) 25,00 5,00
Glyxerol — monocaprylocaprat  (Capmul 185,25 37.05
MCM)
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Caprylocaproyl polyoxyl-8 glyxerit 47,50 9,50
(Labrasol ALF)

Polysorbat 80 (Tween 80) 47,50 9,50

Glyxeryl monooleat - Peceol 190,00 38,00
DL-Alpha tocopherol (Vitamin E) 4,75 0,95

Tong cong 500 100

1.2 Phuong phép bao ché

118,75 gam Labrasol ALF (phan loai dugc dién), 118,75 gam Tween 80
(Polysorbat 80) (phén loai dugc dién), va 475,00 gam Peceol (glyxeryl monooleat, NF,
EP) dugc can vao trong cic do chtra bang thép khong gi riéng biét. Peceol dugc dua vao
trong 106 & nhiét d6 55°C (ndm trong khoang tir 50 dén 60°C) cho t6i khi sin sang dé st
dung. Trong moéi truong tro duge duy tri nho lam sach bang nito, 62,5 gam hop chat A
(dang bazo két tinh tw do 1) duoc can bén trong bd phén cach ly riéng truc tiép vao do
chira khong gi riéng biét dugc bao vé tranh anh sang bang cach sir dung 4nh sang mau
vang va sau d6, ddy bang mang méng hozc nip va dé ¢ bén bo phan cach ly. Tween 80,
EP, NF, JP va Peceol NF, EP dugc chuyén vao trong Becomix 2,5 L du6i dong nito 6n
dinh. Trong diéu kién lam sach bang nito 6n dinh, 463,125 gam Capmul MCM,EP, va
11,875 gam DL-alpha tocopherol (Vitamin E), USP dugc can trong bo phan cach ly truc
tiép vao trong d6 chira khong gi riéng biét trong didu kién anh sang mau vang va sau do,
ddy bing mang moéng hodc nap va dé & bén bd phan cach ly. Ca hai nguyén liéu dugc
két hop va tron bang tay bang bay tron. P chira ¢ vitamin E, USP dugc rira ba lan
bang Capmul MCM, EP dé bao dam chuyén toan bo chét chbng oxy héa nay. Bén trong
b6 phén cach ly (trong didu kién 1am sach bing nito), hop chit A, & dang tinh thé khan
(dang 1), dugc bd sung vao hén hop cia Capmul MCM, EP va Vitamin E, USP m{t
cach tir tir trong khi tron. Khi hop chit A phan phéi hoan toan duoc chuyén giao, n6
dugce tron bang thiét bi tron trong phong thi nghiém & phia trén bang ludi gat ring cua
trong thoi gian khong dudi 15 phut tir thoi diém viéc chuyén giao duoc hoan thanh va
cho t6i khi duoc phan phéi va 1am 4m thich hop. Sau d6, hdn hop chira hop chat A duoc
chuyén vao trong Becomix 2,5 L duéi dong nito 6n dinh. Labrasol ALF (NF, EP) dugc
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str dung dé rira d6 chira sir dung cho hon hop hop chét A (khong duéi 3 14n) dé bao dam
su chuyén dich hoan toan. Sau d6, dong nito duoc ngét va moi truong chan khong dugc
ap dung cho hdn hgp. Hon hop dugc tron trong thoi gian khong dudi 60 phit cho téi khi
toan b hop chit A duge nhin thiy hoa tan, duy tri nhiét do & 30°C dén 40°C. San pham
cubi ciing duogc rat hét khi trong chan khong trong thoi gian khong dudi 30 phit va sau
d6, bao quan trong do chira gin kin (dwoc bao vé tranh anh séng) trong mén nito tro cho
t61 khi sir dung tiép.

Tuong tu nhu vi du 1, cac ché phém sau (vi du 1.a-d va 2-7) dugc bao ché.

Vidu la
Nguyén liéu nap Lugng % khoi
(mg) lwong/khéi luong
Hop chat A (dang 1) 40,0 5,00
Glyxerol monocaprylocaprat (Capmul MCM) 296.,4 37,05
Caprylocaproyl polyoxyl-8 glyxerit (Labrasol ALF) 76,0 9,50
Polysorbat 80 (Tween 80) 76,0 9,50
Glyxeryl monooleat (Peceol) 304,0 38,00
DIL-Alpha tocopherol (Vitamin E) 7.6 0,95
Tong cong 800 100
Vidu 1b
Nguyén liéu nap Luong (mg) % khbi
lwong/khéi luong
Hop chat A (dang 1) 60 6,28
Glyxerol monocaprylocaprat (Capmul MCM) 351 36,7
Caprylocaproyl polyoxyl-8 glyxerit (Labrasol 90 04
ALF)
Polysorbat 80 (Tween 80) 90 9.4
Glyxeryl monooleat (Peceol) 360 37,7
DL-Alpha tocopherol (Vitamin E) 5 0,52
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Téng cong 956 100
Vidu lc
Nguyén li€u nap Lugng (mg) % khoi
lwong/khdi lugng
Hop chét A (dang 1) 10,0 6,25
Glyxerol monocaprylocaprat (Capmul MCM) 58,5 36.6
Caprylocaproyl polyoxyl-8 glyxerit (Labrasol 15,0 0.4
ALF) ’
Polysorbat 80 (Tween 80) 15.0 9,4
Glyxeryl monooleat (Peceol) 60,0 37,5
DL-Alpha tocopherol (Vitamin E) L5 0,94
Tong cong 160 100
Vidu 1d
Nguyén li¢u nap Luogng (mg) % khoi
luc_mg/khéi luong
Hop chat A (dang 1) 25,00 5,05
Glyxerol monocaprylocaprat (Capmul MCM) 185,25 37.4
Caprylocaproyl polyoxyl-8 glyxerit(Labrasol 47,50 0.6
ALF) ’
Polysorbat 80 (Tween 80) 47,50 9.6
Glyxeryl monooleat (Peceol) 190,00 38,4
Téng cong 495,25 100
Vidu2
Nguyén liéu nap % khoi
Luong (mg)

lwong/khdi luong
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Hop chit A (dang 1) 25,00 5,00
Caprylocaproyl polyoxyl-8 glyxerit (Labrasol
prylocaproyl polyoxyl-8 glyxerit ( 47485 0497
ALF)
Hydroxytoluen butyl héa (BHT) 0,15 0,03
Téng cong 500 100
Vidu3
Nguyén liéu nap % khdi
Luong (mg) .
luong/khoi lugng
Hop chat A (dang 1) 25,00 5,00
Glyxerol monocaprylocaprat (Capmul MCM) 379,85 75,97
Déu than dau polyoxyl 35 (Kolliphor EL) 95,00 19,00
Hydroxytoluen butyl hoa (BHT) 0,15 0,03
Tong cong 500 100
Vidu4
Nguyén liéu nap % khbi
Luong (mg) .
luong/khoi lugng
Hop chét A (dang 1) 25,00 5,00
Caprylocaproyl polyoxyl-8 glyxerit(Labrasol
prylocaproyl polyoxyl-8 glyxerit( 142,35 28.47
ALF)
Glyxerol monocaprylocaprat (Capmul MCM) 332,50 66,50
Hydroxyanisol butyl hoa (BHA) 0,15 0,03
Tong cong 500 100
Vidu5
Nguyén liéu nap % khoi
Luong (mg) ‘.
lwong/khoi luong
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Hop chit A (dang 1) 25,00 5,00
Glyxerol monocaprylocaprat — (Capmul MCM) 209,00 41,80
Polysorbat 80 (Tween 80) 47,50 9,50
Glyxeryl monooleat (Peceol) 213,75 42,75
DL-Alpha tocopherol (Vitamin E) 4,75 0,95
Tong cong 500 100
Vidub6
Nguyén liéu nap % khoi
Luong (mg) .
lugng/khoi luong
Hop chat A (dang 1) 25,00 5,04
Glyxerol monocaprylocaprat — (Capmul MCM) 185,25 37 ,34
ip;;/locaproyl polyoxyl-8 glyxerit (Labrasol 47,50 0.57
Polysorbat 80( Tween 80) 47,50 9,57
Glyxeryl monooleat (Peceol) 190,00 38,29
DL-Alpha tocopherol (Vitamin E) 0,90 0,18
Téng cong 496,15 100
Vidu7
Nguyén liéu nap Luogng (mg) % khoi
lwong/khdi lugng
Hop chét A (dang 1) 25,00 5,04
Glyxerol monocaprylocaprat (Capmul MCM) 185,25 37,34
iipFr)ylocaproyl polyoxyl-8 glyxerit (Labrasol 4750 0,57
Polysorbat 80 (Tween 80) 47,50 9,57
Glyxeryl monooleat (Peceol) 190,00 38,29
DL-alpha tocopherol (Vitamin E) 0,45 0,091
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Tong cong 495,70 100

Vidu 7a

Ché pham tir cac vi du 1 dén 7 dugc tao nang sir dung quy trinh khudn quay c6
sin trén thi truong dé tao ra nang gelatin mém. Nang gelatin ¢6 sin trén thi trrong dwogc

st dung.

Vi du 8. Nghién ctru duge dong hoc theo dudng ubng so sanh trén khi cai cynomolgus.

Duogc dong hoc so sanh ciia hop chat A sau khi ding theo dudng udng cho khi
cai cynomolgus cac nang gelatin cirng hién hanh (50 mg/nang) va nang gelatin mém
chira ché phim duoc mo ta trong vi du 1 (25 mg/nang) duge danh gia.

Thanh phan cia nang gelatin ciing (50 mg/nang) dugc dua ra trong bang 3 cia
ban mo ta nay.

Phuong thirc nghién ctru

Sau con khi cai cynomolgus duoc phan thanh hai nhém mdi nhém ba con vat.
Viéc nhin dn qua dém (dich hudng t6i 1a 8 dén 10 gid) duoc yéu cau trude khi ding lidu,
va thire an dugc dung bén gid sau khi ding lidu. Nude duge cung cép tuy .

Vao ngay 1, d6i véi nhom 1, lwong mong mudn ctia hop chét A trong nang gelatin
ctng dugce phan phbi & mirc lidu 50 mg/con vat (nang/con vat) dé dung theo dudng
ubng.

Déi v6i nhém 2, lugng mong mubdn ciia vi du 1 trong nang gelatin mém dugc
phén phdi & mirc lidu 25 mg/con vt (nang/con vét) dé dung theo dudong ubng.

Vao ngay 8, dbi v6i nhém 1, lwrong mong mudn cia vi du 1 trong nang gelatin
mém duoc phan phdi & mirc liéu 25 mg/con vét (nang/con vat) dé ding theo duong
ubng.

Débi voi nhom 2, legng mong mudn ciia hop chit A trong nang gelatin cimg dugc

phan phéi & mic lidu 50 mg/con vat (nang/con vat) dé ding theo duong udng.
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Céac mau méu duge thu thap vao ngady 1 va ngay 8 trudce khi bét dau diéu tri, sau d6

duoc thu thap 0,5, 1, 2, 3, 4, 8, 12, 24, va 48 gi¢ sau khi diéu tri.
Két qua

Profin dugc dong hoc ctia hop chét A tir 6 con khi c4i cynomolgus d6i voi nang
gelatin cirng va nang gelatin mém 14n luot dugc thé hién trong cac Fig. 1 va 2. Nhu duoc
quan sat thay trén cac Fig, su hép thu hop chit A 13 nhanh v6i tmax 2 gios d6i voi ché
pham nang gelatin mém va cham hon chit va thay ddi nhiéu hon d6i v6i ché pham nang
gelatin cing (tmax = 3,7 + 2,4 gi¢). Ty 1€ phot nhiém Cmax va AUC.x sit dung dit liéu
nang gelatin cing lam tham chiéu dugc thé hién trong bang 4. Su giam bét ngd vé do
kha bién duge dong hoc lién quan dén viéc dung nang gelatin mém dugc quan sat thay,
nhu duge thé hién bing su ci thién déng k& vé hé s6 bién thién% (CV%) ddi véi cac
thong s6 AUC va Cmax clia nang gelatin mém so v6i nang gelatin cing trong nghién
ctru. CV% cuia nang gelatin mém 12 37,8% va 49.2% lan lugt dbi voi AUC va Cmax, so
v6i CV% vuot trén 210% ddi véi ca hai thong s6 nay cua ché pham gelatin cimg. Do
kha bién giam cua hop chét A phdi ché trong nang gelatin mém ciing rat ro rang khi cac
Fig. 1 va 2 dugc so sanh.

Bang 4. Cac gia tri Cmax va AUC chudn hoa theo lidu luvong sau liéu don 25 mg
& khi dbi v6i ché phdm nang gelatin mém méi chira hop chit A theo sédng ché so v6i ché

pham nang gelatin cting chira 50 mg hop chét A hién hanh.

71/84

AUC./liéu (ng.gid/mL/mg) Cmax/liéu (ng/mL/mg)
Nang gelatin | Nang gelatin | Nang gelatin | Nang gelatin
cung mém cung mém
Trung binh” 45,27 174,88 11,68 65,54
CV% 210,84 37,81 217,17 49,20

ADft liéu thé hién 14 cac gia tri chuan hoéa theo lidu luong giai thich cho cac lidu lugng

khac nhau dugc st dung v6i hai cheé phdm
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Vi du 9. Nghién ctru dugc dong hoc theo dudng ubng so sanh & phu nit sau man kinh

khoe manh

Dugc dong hoc so sanh cta hop chit A sau khi dung theo duong uéng cho phu
nit sau méan kinh khée manh duGi dang nang gelatin cttng hién hanh (50 mg hop chét A/
nang) va nang gelatin mém méi chira thanh phan dugc md ta trong vi du 1 (25 mg/nang)
dugc danh gia trong mot nghién ctru bét chéo, ngﬁu nhién, nhan ma, giai doan 1. Thanh

phan clia nang gelatin cting (50 mg/nang) dugc dua ra trong bang 3 clia ban mo ta nay.
Phuong thirc nghién ctru

Ba muoi sau phu nit sau man kinh khoe manh tinh nguyén, mdi ngudi nhan ché
phAm chtra hop chat A & dang liéu don trong céc giai doan diéu tri 1 va 2. Trinh ty cac

giai doan 1 va 2 dugc sap x€p ngau nhién.

e Giai doan 1: Cac nang gelatin cing chira 100 mg hop chit A (2 nang 50 mg) hoic

nang gelatin mém chira 25 mg duge ding sau khi nhin an qua dém

e Giai doan 2: Cac nang gelatin cung chira 100 mg hop chit A (2 nang 50 mg) hodc
nang gelatin mém chira 25 mg dugc dung sau khi nhin dn qua dém (bat ky loai ndo

ho khéng tiép nhan & giai doan 1)

Céc lidu don cua hop chat A duge dung cho d6i trong vao cac budi sang clia
ngay 1 (giai doan 1) va ngay 8 (giai doan 2). Trong ca hai giai doan, méau dugc lay mau

dé thir nghiém phan tich hop chat A tru6e khi ding lidu va t6i 72 gio sau khi ding lidu.
Két qua

Déi voi ca hai loai nang gelatin mém 25 mg va nang gelatin cing 100 mg, cic
ndng d6 hop chét A trung binh trong huyét twong gia ting nhanh chéng, v6i tmax trung
binh tai 1 gio sau dung liéu dbi v6i ché pham gelatin mém va 1,5 gio sau ding lidu dbi
v6i gelatin cing. Dt liéu duge dong hoc phoi nhidm Cmax va AUCq.04 d6i v6i ca hai

ché pham dugc thé hién trong bang 5.

Bang 5. Céc gid tri Cmax va AUC cua ché phdm nang gelatin mém chira hop chit
A méi theo sang ché khi so véi ché phim nang gelatin cting chira 100 mg hop chét A
hién hanh.
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Dang phat trién Dang tinh thé khan (dang 1)
Ché pham Nang gelatin cung Nang gelatin mém
Quan thé nghién ctru Phu nit sau méan kinh
Liéu dugc dung 100 mg 25 mg
N 36 36
Gia tri trung
AUCy. | binh hinh hoc 2931 786
2 (ng.gio/mL)
CV% 64,7 42,1
Gia tri trung
Crmax binh hinh hoc 997 332
(ng/mL)
CV% 69,3 43,1

Dit liéu ching minh rang, su cai thién déang ké vé do kha bién dugce dong hoc khi
dwoc biéu difn bing cac gia tri CV% ddi v6i cic thong s6 AUC va Cmax clia nang
gelatin mém so véi nang gelatin cimg trong nghién ciru tiép tuc 12 rd rang. Gia tri CV%
ctia gelatin mém giam xudng mirc thoa méan 42,1% va 43,1% lan luot d6i véi AUC va
Cmax, tir céc gia tri CV% khong thé chip nhan dugc 1n luot 1a 64,7% va 69,3% dbi

v6i ché pham gelatin cimg.

Vi du 10. Nghién ctru duge dong hoc v6i ché pham gelatin mém chura hop chat A & phu
nir sau mén kinh khée manh véi cac mirc liéu lwgng khéc nhau

Dugc dong hoc cua hop chit A sau khi ding theo duong udng cho phu nit sau
man kinh khée manh, duoc danh gia trong mdt nghién ctru bét chéo, ng?tu nhién, nhan
mo, giai doan 1 & bbn mirc lidu luong khac nhau sir dung ché pham gelatin mém moi.
Tuy nhién, ddi v6i nghién ctru ndy, hop chat A duogc phdi ché & dang nang 40 mg theo

vi du la.

Phuong thirc nghién ctru
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Phu nit sau man kinh khoe manh dugc tuyén dung trong nghién ciru gbm 11 dén
13 dbi tuwong trong mdi mot trong sé bdn nhém duge 4n dinh vao mét trong bén mirc
lidu Irgng hop chat A duoc phéi ché & dang nang gelatin mém nhu sau: Nhém 1, 40 mg
(1 nang gelatin mém); nhém 2, 80 mg (2 nang 40 mg); nhém 3, 120 mg (3 nang 40 mg);
nhom 4, 160 mg (4 nang 40 mg). Céac dbi twong duoc dung (cac) nang trong cic nhom
riéng biét & dang lidu don vao bubi sang ngay 1 sau khi nhin n qua dém. Sau do, mdi
mot ddi tugng tiép nhan liéu don & cac mirc 4n dinh cta minh trong 7 ngay tiép (ngay
7) dé dat t6i trang thai én dinh. Mau dwoc 14y mAu dé thi nghiém phan tich hop chat A
truge khi dung lidu va sau khi ding lidu & ca hai ngay 1 va 7.

Két qua

Nhu dugc quan sat ¢ trén, cac ndéng d6 hop chét A trung binh trong huyét tuong
gia tang nhanh chéng, véi tmax trung binh tai 1,0 dén 1,5 gitr sau dung lidu dbi véi tit
c4 bbn nhom dung gelatin mém sau khi ding lidu don va lap lai hing ngay. Dit liéu vé
duoc dong hoc phoi nhiém Cmax va AUC cua tit ca cac nhom ding liéu dugc thé hién
sau khi dung liéu don (dit liéu ngay 1) trong bang 6 va dung liéu 13p lai hang ngay (ngay
7) trong bang 7.

Bang 6. Cac gia tri Cmax va AUC sau khi dung theo duong ubng lidu don vao
ngay 1 dbi v6i ché phim nang gelatin mém chira hop chit A mai theo sang ché, & bbn

muc liéu lugng khéac nhau.

Dang phat trién Dang tinh thé khan (dang 1)
Ché pham Nang gelatin mém
Quan thé nghién ctiu Phu nit sau man kinh
Nhém ding lidu 40 mg 80 mg 120 mg 160 mg
S6 luong cac nang 40 mg 1 2 3 4
N 12 13 11 12
Gid tri trung
binh hinh hoc 1510 3780 7390 10400
AUCo-24
(ng.gio/mL)
CV% 38,7 35,6 17,3 31,0
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Cmax

Gia tri trung

binh hinh hoc 549 1442 2541 3090
(ng/mL)
CV% 424 51,9 25,6 37,8

75/84

Bang 7. Céc gia tri Cmax va AUC sau khi dung theo duong ubng lidu 1ap lai hang

ngay vao ngay 7 d6i v6i ché pham nang gelatin mém chira hop chit A méi theo sang

ché, & bon mirc liu Ivong khéac nhau.

Dang phét trién Dang tinh thé khan (dang 1)

Ché pham Nang gelatin mém

Quén thé nghién ciu Phu nir sau man kinh

Nhom dung liéu 40 mg (1 80 mg (2 | 120mg (3 | 160 mg (4

nang 40 nang 40 nang 40 nang 40
mg) mg) mg) mg)

N 12 13 11 12
Gid tri trung

AUCy. | binh hinh hoc 2000 4950 9080 14100

24 (ng.gio/mL)
CV% 37,7 38,7 26.9 38,4
Gid tri trung

Crmax binh hinh hoc 525 1302 2053 2991
(ng/mL)
CV% 37,7 37,5 45,7 36.9

Su gia tang trén mirc ty 1€ vira phai vé su phoi nhiém dugc quan sat thay v6i murc

lidu luong gia ting sau khi dung lidu don va lidu lap lai hang ngay. Cling c6 su tich liiy

vira phai trong giai doan dung lidu 7 ngay. Tuy nhién, diéu déng luu ¥ 12 sy gidm rd rét

lién tuc vé& do kha bién dugc dong hoc (céc gid tri CV%) ddi voi ca hai thong s6 AUC

va Cmax sau liéu don ciia nang gelatin mém (bang 6); né déc biét duge kéo dai khi dung
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lidu 13p lai hang ngay (bang 7). Céc gia tri CV% giam dat t6i trang thai 6n dinh sau khi
ding lidu lap lai mot 14n hing ngay trong 7 ngdy bang ché phim gelatin mém tham chi
ndi bat hon nhiéu khi chiing dat dugc bét ké nhidu nang gelatin mém 40 mg dugc dung
cho céc dbi tuong mdi mdt ngay ddi véi cac liéu ugng 80, 120 va 160 mg. Chang han,
lidu 160 mg cin 4 nang 40 mg. Cac mirc dugc cai thién vé thong s chinh cia do kha
bién duoc dong hoc dat dugc bang ché pham nang gelatin mém so v&i nang gelatin ciing

liéu bao ché ran 1a hoan toan rd rang nhu dugc the hién trong vi du 11.

Sy cai thién vé& thong sb duge dong hoc chinh khac 1a d sinh kha dung cling
dugc quan sat vdi nang gelatin mém so v6i nang gelatin cing. Su phoi nhiém dat duoc
bang 80 mg hop chét A mdi ngay mot 1an & dang nang gelatin mém & trang thai 6n dinh
4 twong tu nhu su phoi nhidm dat duoc bang lidu 150 mg ‘hiéu qua téi da’ cta hop chat
A & dang nang gelatin cung trong thir nghiém 1am sang giai doan 1b/2 & phy nit sau man
kinh bi céc triéu chirng van mach tir vira phai dén nang dugc mo ta (bang 8), chimg minh
rang, mirc phoi nhiém tri liéu mong mubn c6 thé dat dugc bing ché pham gelatin mém
theo sang ché. Cac dit liéu ndy cling ching minh thém vé do kha bién duoc dong hoc
duoc cai thién bang ché phidm nang gelatin mém so v4i nang gelatin cting, nhu dugc
chung minh bang gi tri CV% giam 1a 38,7% so v6i 97,8% khong chép nhan duoc twong
ung.

Bang 8. So sanh lidu lrong ma c6 dugce su phoi nhiém nhu nhau tir viéc dung
theo dudng udng 1ap lai hing ngay ché pham nang gelatin mém chira hop chat A méi

theo sang ché so véi nang gelatin cing trong bang 2.

Hop chét Dang tinh thé khan (dang 1)

Quan thé nghién ciru Phu nit sau man kinh

Ché pham Nang gelatin mém Nang gelatin cirng

Nghién cuu Giai doan 1 Giai doan 1b/2

Nhém dung liéu 80 mg (2 nang 40 mg (vi | 150 mg (3 nang 50 mg)
du la))

N 13 15
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Gia tri trung
AUCy. | binh hinh hoc 4950 5164
tau (ng.gio/mL)

CV% 38,7 97,8

Su cai thién vé sinh kha dung quan sat thiy véi nang gelatin mém chi ra ring,
lugng hop chédt A cin thiét dé dugc phdi ché c6 hiéu qua duoc ky vong la dugc giam
xudng t6i gin 50% so véi ché pham gelatin cting, diéu nay mang lai loi thé bd sung vé

chi phi hang hoa thip hon dé san xut hoat chét thudc nay.

Vi du 11. Ching minh v& d¢ kha bién gidm trong cac nghién ciru lidu lap lai bang ché

pham nang gelatin mém so v6i ché pham nang gelatin cimg liéu bao ché ran

Céc gié tri duoc dong hoc t6i thiéu va tdi da trang théi 6n dinh (Cmax va AUC,.
24) va ty 1 clia chiing v6i nhau, tir nghién ctru 1dm sang giai doan 1b/2 ¢ phu nit sau man
kinh lién quan dén viéc ding liéu 13p lai ciia ché phim nang gelatin cimg chira hop chat
A dang tinh thé khan (dang 1) (xem bang 3 vé ché pham), va nghién ctru giai doan 1
dugc mo ta trong vi du 10 lién quan dén viéc dung lidu 1ap lai 6 4 muc liéu khac nhau
clia nang gelatin mém trong cling quan thé d6i tuong, duoc liét ké trong bang 9, cung
v6i cac gia tri trung binh hinh hoc va céc gia tri CV%.

Bang 9. Dit liéu duogc dong hoc trang thai 6n dinh tir cac nghién ctru liéu lap lai
v6i nang gelatin mém va nang gelatin cimg ¢ phu nit sau man kinh thé hién céac gia tri

toi thiéu va toi da va ty 1€ gitra chiing v&i nhau va cac gia tri CV%

Dang pht trién: Dang tinh thé khan (dang 1)

Quan thé nghién ctru: Phu nit sau man kinh

Gia tri
, Thong sb . trung Tbi .
Che Liéu . | Toida Ty 1¢
) dugc dong N | binh | CV% | thiéu
pham (mg) (Max) | (Max:Min)
hoc hinh (Min)
hoc
50 | 15| 522 | 87,9 | 142 | 1544 10,9
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Liéu 100 | 14| 841 |107,2| 181 | 3856 21,3
Cmax
luong 150 | 15| 1188 | 131,2| 208 | 5903 28.4
(ng/mL)
nang 300 | 13| 2852 | 116,5| 237 | 8653 36,5
gelatin 50 | 15| 2342 | 64,7 | 915 | 5540 6,1
cung 100 [ 14| 3542 | 86,3 | 778 | 10938 14,1
trang
o AUCont 150 | 15| 5164 | 88,7 | 1564 | 16163 10,3
thai 6n
ng.gio/mL
dinh (ng.g )
. 300 | 13| 14823 | 99,7 | 2457 | 79685 32,4
ngay
14
Liéu 40 [12] 525 | 37,7 | 294 | 926 3,1
luong Cmax 80 |12 1302 | 37,5 | 669 | 2190 3,3
nang (ng/mL) | 120 | 11| 2053 | 45,7 | 840 | 4320 5,1
gelatin 160 | 12| 2991 | 36,9 | 1910 | 5780 3,0
mém 40 | 12| 2000 | 37,7 | 1050 | 3700 3,5
trang
o AUCons 80 |12 4950 | 38,7 | 3180 | 9200 2,9
that on . 120 [ 11| 9080 | 26,9 | 4730 | 11200 2.4
) (ng.gio/mL)
dinh
. 160 |12 14100 | 38,4 | 8520 | 29000 3.4
ngay 7

78/84

Dit lidu thong sb duge dong hoc vé ty 1é tdi thiéu va tdi da thé hién trong bang 9

x4c nhan su gidm rd rét va bat ngd vé do kha bién cua ché pham gelatin mém chira hop

chét A theo sang ché so v&i ché pham gelatin cting liéu bao ché ran. Tinh vuot trdi ndy

1a rd rang tir ty 18 thdp hon cla céc thong s6 duge dong hoc ddi véi cac nang gelatin

mém ma nim trong khoang tir chi 2,9 dén 5,1, trong khi ddi v6i cac nang gelatin cling

c4c gia tri ndy nam trong khoang tir 6,1 dén 36,5; tuong tu, cac gid tri CV% thip hon

d6i v6i nang gelatin mém ma nim trong khoang tlr mirc chép nhan dugc tir 26,9% dén

45,7% so voi tir 64,7% dén 131,2% dbi v6i nang gelatin cing.
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Céc dir liéu nay cung nhau chirng minh rang, su phoi nhiém tri liéu ctia hop chét
A ¢6 thé dat dugc, khing dinh rang, ché phdm gelatin mém chta hop chét A theo sang

ché hoan toan pht hop dé phat trién thém tir vién canh vé thong sb duge dong hoc.

Vi du 12. C4c nghién ctru chiing minh d6 én dinh thich hop ctia ché phim gelatin mém

Thit nghiém chinh thir ba ma cin phai dap tng d6 14 ching minh vé do 6n dinh
1au dai thich hop ctia ché phdm nang gelatin mém theo sang ché. C4c nang gelatin mém
ma duoc tao ra st dung cac ché phim dugc mo ta trong cac vi du 1.1 va la, duge danh
gia trong budng danh gia do 6n dinh trong didu kién d¢ 6n dinh dugc gia tang, cu thé 1
nhiét do 40°C/ d6 4m tuong dbi 75%. Cac nang gelatin mém tir vi du 1.1 duogc xac dinh
d6 6n dinh trong cac chai polyetylen mat do cao (HDPE). Céc nang trong vi du 1a duoc
dong goi trong cac vi phong alu:alu. C4 hai ché phdm nang gelatin mém déu thé hién do
6n dinh thich hop nhu dugc chimg minh bang lugng tap chét tong cong han ché trong
vi du 1.1 trong thoi gian t6i 6 thang va trong vi du la trong thoi gian t61 3 thang, trong
d6 khong c6 tap chit nao c6 thé dugc phat hién, trong cac didu kién vé d¢ 6n dinh duoc

gia tdng nay.

Bang 10. Két qua thir nghiém d6i v6i hop chat A duge phdi ché ¢ dang nang

gelatin mém trong didu kién d6 6n dinh duoc gia ting

Thoi diém 6n dinh
, Thoi diém 0 1 thang 3 thang 6 thang
Ch? V) 0 0
pham Yéu'ch f’ /0 f’
elatin el cau A yeu A yéu 2 yéu 2
& ghi trén Tong cau Tong cau Tong cau Tong
mem nhan | 9P | oni | WP gni | P | gp | tP
. chat% | B | chdt% | & | chdt% | EU | chit%
/0 trén trén trén
nhan nhan nhan
Vidul,l | 103,4 0,1 103,0 | 03 |100,8| 02 |101,1| 02
Vidu la 992 | LTLOQ | 99,6 | LTLOQ | 98,6 | LTLOQ | DNA | DNA

Céac chit viét tit: LTLOQ — Thip hon gidi han dinh lwong (Less than the limit of

quantitation); DNA — dit liéu chua c6 sén (data not yet available)
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Viéc khao sat vé nang gelatin mém tir cdc nghién ctiru nay cling chimg minh

khong c6 bang ching vé su tai két tinh, két taa, ciing khdng c6 su tich pha.

Do d6, hop chit A dugc phdi ché & dang nang gelatin mém chimg t6 do 6n dinh
rat thich hop trong mai truong c6 dd n dinh duoc gia ting nay, diéu nay cho thay tinh
thich hop cua cac ché phim nay trong san xudt, phan phdi va bao quan thoi gian dai

trong cac diéu kién moi truong.

Dit liéu vé duogc dong hoc va do 4n dinh 3 rang nay khéng dinh réng, ché phém
méi chira hop chit A dugc kham phé bit ngd theo sang ché 13 hoan toan phi hop dé

phat trién tiép trén 14m sang.

Phén md ta & trén boc 16 day du sang ché bao gdm ca cac phurong 4n uu tién cla
n6. Khong cin giai thich thém, c6 thé tin ring, mot ngudi c6 hiéu biét trung binh trong
linh vuc c6 thé, dua vao phin mo ta néu trén, st dung séng ché trong pham vi day du
nhét ctia né. Do do, phﬁn vi du trong ban mo ta nay can duoc hiéu chi nhdm minh hoa
sang ché va khong phai 12 gi¢i han pham vi bao hd cia sang ché theo cach bat ky. Céc
phuong an cua sang ché trong d6 dic tinh hodc dic quyén riéng biét dugc yéu ciu bao

ho s& dugc xac dinh nhu sau.
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YEU CAU BAO HO
1. Dugc phdm nang gelatin mém chira:

(a)  2-[3,5-Bis(triflometyl)phenyl]-N-{4-(4-flo-2-metylphenyl)-6-[(7S,9aS)-7-
(hydroxymetyl)hexahydropyrazino[2,1-c][1,4]oxazin-8(1H)-yl]-3-pyridinyl}-N,2-
dimetylpropanamit (hgp chét A):

C cr
,,,,,, ,
N 0
LUNNG
i CF
> 3
HO™ 7 e eH,
H,C CH,
F (hop chit A)

hodc mudi dugce dung cia hop chat nay; va

(b) it nhat mot chét hoa tan dugc chon tr caprylocaproyl polyoxyl-8 glyxerit,
glyxerol monocaprylocaprat, dau thau dau polyoxyl 35, polysorbat 80, hodc cac hdn hop

cua chung.
2. Duoc phim theo diém 1, trong d6 dugc pham nay con chira chét chéng oxy héa.
3. Duoc phém theo diém 1 hoic 2, trong d6 duogc phém nay con chira chét nhii hoa.

4. Dugc pham theo diém bét ky trong s6 cac diém tir 1 dén 3, trong d6 dugc pham nay

con chira mot hodc nhiéu tac nhan di€u tri bo sung.

5. Dugc phim theo diém bat k¥ trong s cac diém tir 1 dén 4, trong d6 luong hop chat
A trong dugc phim nim trong khoang tir 10 mg dén 80 mg.

6. Dugc phdm theo diém bat ky trong sb cac diém tir 1 dén 5, trong d6 chét hoa tan 1a
hdn hop cua glyxerol monocaprylocaprat, caprylocaproyl polyoxyl-8 glyxerit, va
polysorbat 80, trong do ndng d6 cua glyxerol monocaprylocaprat nam trong khoang tir
30% khdi luong/khdi lwong dén 40% khéi luwong/khdi luong, ndng do cia
caprylocaproyl polyoxyl-8 glyxerit nim trong khoang tir 9% khéi lwong/khdi luong dén
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10% khoi lugng/khdi lugng, ndéng do ciia polysorbat 80 nam trong khoang tir 9% khéi
lwong/khbi lwong dén 10% khéi luong/khdi luong.

7. Duoc phim theo diém bét k¥ trong sb cac diém tir 3 dén 6, trong d6 chit nhii héa la

glyxeryl monooleat.

8. Dugc phdm theo diém bét ky trong sb cac diém tir 2 dén 7, trong d6 chat chéng oxy
héa duogc chon tir DL-Alpha tocopherol (Vitamin E), hydroxytoluen butyl héa (BHT),
va hydroxyanisol butyl héa (BHA), va hdn hgp cua ching.

9. Duoc pham theo diém bat k¥ trong sb cac diém tir 2 dén 8, trong d6 chit chéng oxy
hoéa 1a DL-Alpha tocopherol (Vitamin E) ¢ ndéng d6 nim trong khoang tir 0,05% khoi
lwong/khéi lugng dén 1,5% khdi lugng/khdi lugng.

10. Dugc pham theo diém bat ky trong sb cac diém tir 1 dén 9, trong d6 dugc phim nay
chira hop chéit A, glyxerol monocaprylocaprat, polysorbat 80, glyxeryl monooleat, va
DL-alpha tocopherol (Vitamin E).

11. Dugc pham theo diém bét ky trong s6 cac diém tir 1 dén 10, trong d6 duogc phim
nay chtra hop chét A, glyxerol monocaprylocaprat, caprylocaproyl polyoxyl-8 glyxerit,
polysorbat 80, glyxeryl monooleat, va DL-alpha tocopherol (Vitamin E).

12. Dugc pham theo didm bét ky trong sd cac diém tir 1 dén 11, trong d6 dugc pham

nay chua:

(a) hop chét A véi luong tir khodng 1% khéi lugng/khéi lugng dén khoang 10% khéi

lwong/khéi lugng;

(b1) glyxerol monocaprylocaprat c6 méat véi ndéng d6 nam trong khoang tir 30% khdi

lwong/khdi lwong dén 40% khdi luong/khdi luong;

(b2) caprylocaproyl polyoxyl-8 glyxerit c6 mat v6i ndéng d6 nam trong khoang tir 7%
khéi lwong/khdi lwong dén 13% khéi lugng/khdi lugng;

(b3) polysorbat 80 c6 mat voi ndng do tir 7% khoi luong/khdi lwong dén 13% khoi

1uqng/kh6i lugng;
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(¢) glyxeryl monooleat c6 mat véi ndéng d6 nam trong khoang tir khoang 33% khéi

lwong/khdi lugng dén 43% khéi lugng/khéi lugng; va

(d) DL-Alpha tocopherol (Vitamin E) c6 mat voi ndéng d6 nam trong khoang tir 0,05%
khéi luo'ng/khéi lugng dén 1,5% khoi luong/khéi lwong hodc nam trong khoang tir 0,5%
khéi lwgng/khéi luong dén 1,0% khéi lwgng/khdi lugng.

13. Phuong phép tao ra dugce pham nang gelatin mém theo diém bét ky trong sd cac
diém tir 1 dén 12, bao gdm céc budce cung cAp v6 nang gelatin mém, tron ché pham chira
hop chit A hodc mubi dugc dung ctia n6 va it nhit mét ta dugc, va dua ché phém nay

vao bén trong vé nang gelatin.

14. Phuong phap theo diém 13, trong d6 hop chét A 1a & dang tinh thé khan 1 ¢6 2 goc
theta xuét hién tai 4,3+0,1, 7,940,1, 9,8+0,1, 10,7+0,1, 10,8+0,1, 13,3+0,1, 14,0£0,1,
15,10,1 db.
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