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(54) KEM Y TE DANG NHU TUONG NUGC TRONG DAU

(57) Sang ché dé xuat kem y té dang nhii tuong nudc trong dau chira dugc chat ¢o cu tric
dic biét, khac biét & chd, dd nhot cua kem y té nay khong bi giam va 6n dinh khi bao quan
& nhiét do thap, cho phép duy tri cau tric dang kem, va kem y té nay c6 kha nang bam
thanh 16p mong trén da rit cao va cam gidc am tuyét voi. Kem y té nay chira cac thanh
phan: (A) duoc chit dugc chon tir nhém bao gém crotamiton, diphenhydramin va mudi ca
nod, clopheniramin va mubi cta nod, isothipendyl va muéi cua nd, ufenamat, va axit
glycyrrhetic; (B) dau thau dau hydropolyoxyetylen c6 s6 mol etylen oxit nam trong khoang
tir 5 dén 20; va (C) ruou oleylic.
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Linh vwe ky thuat dwoe dé cap

Sang ché d& cap dén kem y té dang nhii trong nudc trong dau chira dugc chét co

cAu tric dic biét.
Tinh trang ky thuit ciia sing ché

Kem y t& dang nhii twong nudc trong dau 12 ché phim ding dé bbi 1én da nhim
thu duoc tac dung mong mubn cta duoc chit chira trong d6. Tuy nhién, kem y té dang
nhii trong nude trong dau thudong khong én dinh. Thuec té, do chwa c6 phuong phap ngén‘
ngira giam d6 nhét khi bao quan & nhiét do thip (-5°C), nén d6 nhét ctia kem y té thuong
bi gidm, khong duy tri dugc cAu tric dang kem, va kho dat dugc do dn dinh bao quan.
Ngoai ra, théng thuong kem y té dang nhil twong nuée trong dau khong ¢ kha ning bam

thanh 16p mdng trén da va cdm giac am.

Kem y t€ dang nhii twong nudc trong dau chira thanh phéan (A) duge chat dugce
chon tir nhdm bao gom crotamiton, diphenhydramin va mudi ctia no, clopheniramin va
mudi clia né, isothipendyl va mudi ciia n6, ufenamat, va axit glycyrrhetic va din xuat clia

n6 thuong khong én dinh.
Tai li¢u Patent 1: JP-A 2001-151662.
Ban chit ky thuit ciia sang ché

Muc dich ciia sang ché 1a dé& xuét kem y té dang nhii twong nudc trong dau chira
dugc chét c6 ciu tric dic biét, khac biét & chd do nhét ciia kem y té nay khong bi giam
va 6n dinh khi bao quan & nhiét do thp, cho phép duy tri ciu trac dang kem, va kem y té

nay c6 kha ning bam thanh 16p méng trén da rat cao va cam gidc am tuy¢t voi.

Céc tac gia sang ché da thyc hién nghién ctru chuyén sau dé dat dugc muc dich
trén. Céc tic gia sang ché da phat hién thiy ring, c6 thé bao ché duoc kem y té dang nhii
trong nudc trong dau cé kha niang bam thanh 16p méng trén da rat cao va cam gidc 4m
tuyét voi bang cach két hop dong thoi cac thanh phén (A) duoc chét duge chon tir nhém
bao gdm crotamiton, diphenhydramin va mudi ciia n6, clopheniramin va mudi ciia né,
isothipendyl va mudi ciia n6, ufenamat, va axit glycyrrhetic va dan xuét cia né, (B) dau
thau dau hydropolyoxyetylen c6 s6 mol etylen oxit ndm trong khoang tir 5 dén 20, va (C)

rugu oleylic.
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Sang ché dé xuét kem y té dang nhii trong nuéc trong diu chta céc thanh phan
(A) duge chét dugc chon tir nhém bao gém crotamiton, diphenhydramin va mubi cia né,
clopheniramin va mudi cia né, isothipendyl va mudi cia nd, ufenamat, va axit
glycyrrhetic va din xut cla no; (B) diu thdu diu hydropolyoxyetylen c6 s6 mol etylen

oxit ndm trong khoang tir 5 dén 20; va (C) rugu oleylic.

Tét hon néu, kem y té theo sang ché c6 ty 1& khdi lugng gitra thanh phin B va
thanh phan C (ty 1¢ B/C) nidm trong khoéng tir 2 dén 20.

Kem y té theo sang ché c6 thé con chra thanh phén (D) polyetylen glycol.

Kem y t& theo séng ché c6 thé con chira thanh phan (E) sép & thé rén & nhiét do
25°C. '

Kem y té dang nhii trong nuéc trong diu theo sang ché chira dugc chét dugc chon
tir nhom bao gdm crotamiton, diphenhydramin va mubi cta nd, clopheniramin va mudi
cua no, isothipendyl va mubi ciia n6, ufenamat, va axit glycyrrhetic va dan xuét ctia né,
khéc biét & chd do nhét cia kem y té nay khong bi giam va én dinh khi bdo quéan & nhiét
do thip, cho phép duy tri chu tric dang kem, va kem y té nay c6 kha ning bam thanh 16p
mong trén da rat cao va cam gidc 4m tuyét voi.

MO ta chi tiét sang ché

Sang ché s& dugc mb ta chi tit trong phan dudi day.

(A) Duogc chit dugc chon tir nhém bao gém crotamiton, diphenhydramin va mudi
cta no, clopheniramin va mubi cia nd, isothipendyl va mudi cta no, ufenamat, va axit
glycyrrhetic va din xuét clia né

Céac dugc chit nay c6 tac dung tri ngla, chbng viém. Cac dugc chit nay c6 thé
duoc st dung riéng hodc két hop hai hodc nhiéu dugc chit. Trong s& d6, crotamiton,
clopheniramin, diphenhydramin va ufenamat dugc uu tién.

Dudi goc do vé hiéu suét va do 4n dinh @6 nhdét, t5t hon néu kem y té theo sang
ché chura thanh phan A véi ham lugng nim trong khoang tir 0,5% dén 15% khéi luong,
va tbt hon néu ndm trong khoang tir 1% dén 10% khéi lugng.

(B) Dau thau diu hydropolyoxyetylen c6 s6 mol etylen oxit ndm trong khoang tir 5
dén 20
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Thanh phén B ¢6 thé dugce st dung riéng hodc két hop hai hoic nhiéu dau thau dau.
Vi du cu thd bao gdm diu thau diu hydropolyoxyetylen (5 EO), diu thiu dau
hydropolyoxyetylen (7 EO), déu thdu dau hydropolyoxyetylen (10 EO) va déu thiu dau
hydropolyoxyetylen (20 EO). Trong s6 d6, ddu thiu dau hydropolyoxyetylen c6 s6 mol
etylen oxit nidm trong khoing tir 7 dén 20 dugc wu tién, va diu thiu diu
hydropolyoxyetylen c6 sé mol etylen oxit bang 10 dugc wu tién hon.

Duéi géc d6 v& do dn dinh do nhét & nhiét d thép va cam giac 4m, t&t hon néu
kem y té theo sang ché chira thanh phan B véi ham lugng it nhit bing 4% khdi luong.
Duéi goc do v& do 6n dinh d6 nhét & nhiét d6 thap va kha ning bam thanh 16p mong trén
da, tbt hon néu ham lugng cta thanh phin B khong 16n hon 16% khéi lugng. Tét hon nita
néu ham luong cia thanh phin B nim trong khoéng tir 6% dén 14% khéi lugng, va con

t&t hon nira néu nim trong khoang tir 8% dén 12% khéi hugng.
(C) Ruogu oleylic

Khi kem y té chra thanh phin C, thi do én dinh d6 nhét & nhiét do thip va kha
nang bam thanh 16p moéng trén da dugc cai thién. Vi dy, khi ruou mach dai 14 chit rin &
nhiét @6 25°C duoc st dung, thi kha ning bam thanh 16p mdng trén da ctia kem y té rat
kém, gay két tia duoc chat va pha vo cAu trac cia kem y té. Duéi géc dd vé do 6n dinh
d6 nhét & nhiét d thép va kha ning bam thanh 16p moéng trén da, t6t hon néu kem y té
theo sang ché chira thanh phan C véi ham lugng it nhit bing 0,5% khéi lugng. Dudi géc
d6 vé d6 dn dinh do nhét & nhiét do thip, tét hon néu ham lugng ciia thanh phin C khong
16n hon 5% khéi lwgng. Tt hon nira néu ham lugng ctia thanh phan C nim trong khoang
tir 1% dén 4% khbi lugng.

Duéi géc @ vé& @) én dinh do nhét & nhiét d6 thp, t&t hon néu ty 1& khdi lugng
gitta thanh phin B va thanh phdn C (ty 1¢ B/C) nidm trong khoang tir 2 dén 20, t6t hon
nita néu nim trong khoang tir 2 dén 10, va con t6t hon nita néu nim trong khoang tir 3
dén 7.

(D) Polyetylen glycol

P4 iép tuc cai thién d6 dn dinh d6 nhét & nhiét d9 thap va kha ning bam thanh 16p
mong trén da, thi tbt hon néu kem y té theo séng ché chira thanh phan (D) polyetylen
glycol. Tét hon néu trong lugng phan tir trung binh cua polyetylen glycol nim trong
khoang tir 4000 dén 40000, t5t hon nita néu nim trong khoang tir 6000 dén 20000, va con
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t5t hon nita néu ndm trong khoang tir 10000 dén 20000. Trong lugng phan tit trung binh
dugc xéc dinh theo phuong phép dugec md ta trong Dugce dién Nhat Ban, tai ban 1in thir
16.

Tét hon néu kem y té theo séng ché chira thanh phin D v6i ham lugng nam trong
khoang tir 0,5 dén 10% khéi lugng, va tét hon nita néu nim trong khoang tir 2 dén 10%
khéi lugng. Khi ham lugng thanh phin D bing 0,5% khbi lugng hodc cao hon, d6 én
dinh d6 nhét & nhiét do thap tiép tuc dugc cai thién, nhung @ 6n dinh d nhét khong
dugc tiép tuc cai thién khi bd sung thanh phn D & ham lugng 16n hon 10% khéi lugng.

(E) Sap & thé rén ¢ nhiét d 25°C

D4 tiép tuc cai thién do dn dinh d6 nhét & nhiét d6 thip va cam giac dm, thi t6t
hon néu kem y té theo sang ché chtra sap & thé rin & nhiét d6 25°C. Vi du cu thé vé sap &
thé rin & nhiét do 25°C bao gdm sap este nhu sép ong, siép Nhat Ban; sép nén; va sap
hydrocarbon nhu sp parafin, ceresin va sép vi tinh th8. Cac hop chit nay c6 thé dugc st

“dung riéng hodc Kkét hop hai hodc nhiéu sap. Trong sb do, sép rin hydrocarbon & nhiét do
25°C, nhu sap parafin, ceresin va sép vi tinh thé dugc wu tién, va ceresin duogc wu tién
hon.

Duéi goc do vé d6 én dinh do nhét & nhiét do thip va cam giac Am, thi t6t hon néu
kem y t& theo séng ché chira thanh phin E v6i ham hrong it nhét bang 0,1% khéi lugng,
va t6t hon néu khong 16n hon 5% khéi luong dudi goc d6 vé do én dinh dd nhét & nhiét
d6 thip. Tt hon nita néu ham lugng cia thanh phén E ndm trong khoang tir 0,5% dén

4% khéi lwong, va con tét hon nita néu nam trong khoang tir 1% dén 3%khdi luong.

Kem y té theo sang ché duoc bao ché duéi dang nhil tuong nude trong dau. Nhii
trong duoc phan loai cha yéu thanh nhii tuong kidu nudc trong diu va nhii twong kiéu
dau trong nude. Khi kem y té chira duge chét nhu thanh phan A, thi nhii twrong nudc
trong dau bam 1én da tt hon nhii trong dau trong nudc, cho phép phat huy dugc tac dung

mong mudn ctia dugc chét hidu qua hon.

Thudc theo sang ché c6 thé duge xem 13 c¢6 cdu trac dang kem & nhiét 9 25°C khi
né c6 dd nhét nim trong khoang tir 10 dén 100 Pa-s, t5t hon néu nam trong khoang tlr 20
dén 70 Pa-s, va tét hon nita néu ndm trong khoang tir 25 dén 50 Pa-s. Khi @ nhét nhod
hon khoang tri s nay, thi khong thé boi hiéu qua kem y té 1én viing da bj tén thuong va

kha ning chay ra khoi éng tuyp hoic db chira khac giam do hién tugng chdy nhé giot va
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cac nguyén nhén tuong ty. Mit khéc, khi d6 nhdt qué cao, thi kha ndng bam thanh 16p
mong trén da c6 thé giam. Do nhét duge do bang nhét ké Brookfield (25°C, 20 vong/pht,
canh quat sb. 6).

Tét hon néu kem y té theo sang ché c6 6 pH & nhiét do 25°C nim trong khoang
tir 3 dén 6, va tét hon nita néu ndm trong khoang tir 4 dén 6. Dé sir dung cho da, t6t hon
néu kem y té theo sang ché c6 tinh axit yéu. Chét diéu chinh d6 pH dugc tu tién bao gbm
axit hitu co don héa tri nhu axit lactic va mudi cta nod, axit hitu co da hoéa tri nhur axit
xitric, axit sucxinic va axit malic va/hodc mudi cla chung, va axit boric hodc borax. Chét
diéu chinh do pH c6 thé dugc sir dung riéng hoic két hop hai hoic nhiéu hop chit. Lugng
chit diéu chinh d6 pH dugc chon mot cach thich hgp dé tao ra d6 pH mong mubn cho
kem y té.

Céc thanh phén tity y khéc c6 thé duge st dung d& bao ché kem y té theo sang ché,
duéi dang riéng biét hoic két hop hai hoic nhiéu thanh phén nay, mién 13 viéc bd sung
cac thanh phan nay khong anh huéng bét loi dén cac myc tiéu clia sing ché. Vi du vé cac
thanh phén tiy ¥ nay bao gdm dugc chit khic, dung moi dang 16ng khac véi thanh phéan
C, chit 1am 4m, chéit lam dic, chét tao phuc chelat, chét bao quan, thanh phén dang bot,
chét bao, chit hép thu tia cuc tim, axit amin, amin hitu co, nhil tuong polyme, polyme tan

trong nudc va chit thom.

Khong c6 gidi han cu thé vé cac duge chét khac c6 thé chira trong kem y té theo
sang ché, mién 13 cac dugc chit nay co thé bao ché duoc thanh dugce phim ding ngoai da.
Vi du cu_thé bao_ gﬁ‘)m,,prednisolon _valerat axetat, tocopherol axetat, allantoin, metyl
salixylat, isopropyl metylphenol, lidocain, L-menthol, panthenol, chét twong tu heparin

va urea.

Vi du vé dung moi 1a chét 1ong & nhiét do 25°C khac v6i thanh phin C bao gdbm
squalan, parafin 16ng, dimetylpolysiloxan va isopropyl myristat. Tét hon néu, ham lugng
cta dung méi dang 16ng khac v&i thanh phan C nim trong khoang tir 0,1% dén 30% khdi
lwong clia kem y té.

Vi du cu thé vé& chét 1am 4m bao gém chondroitin sulfat, axit hyaluronic, axit
mucoitin sulfuric, axit charonic, atelocollagen, cholesteyl 12-hydroxystearat, natri lactat,

mudi axit mat, DL-pyrolidon carboxylat, colagen hoa tan mach ngén, san phdm cong hop
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cua etylen oxit hodc propylen oxit véi diglyerol, chiét xut cdy dé hdng, chiét xuat cé thi

va chiét xuat cdy nhan huong.

Vi du cu th8 v& chét 1am dic bao gdm carboxyvinyl polyme, copolyme cua alkyl
acrylat va metacrylat, gdbm arabic, caragen, gdbm karaya, gom tragacan, gobm carob, hat
'moc qua, cazein, dextrin, gelatin, natri pectat, natri alginat, metyl xenluloza, etyl
xenluloza, carboxymetylxenluloza (CMC), hydroxyetyl xenluloza, hydroxypropyl
xenluloza, rugu polyvinylic (PVA), polyvinyl metyl ete (PVM), polyvinyl pyrolidon
(PVP), natri polyacrylat, polyme lién két chéo cta dimetyl acrylamit va acryloyl
dimetyltaurat, polyme lién két chéo ctia hydroxyetyl acrylat va acryloyl dimetyltaurat,
- gbm carob, gébm guar, gdm tamarind, xenluloza dialkyldimetylammonium sulfat, gobm
xanthan, nhom-magie silicat, bentonit, hectorit, nhdm magie silicat (veegum), laponit va
silixic anhydrit.

Vi du cy thé vé& chét tao phﬁc chelat bao gdm axit 1-hydroxyetan-1,1-
'dipho'sphonic, tetranatri 1-hydroxyetan-1,1-diphosphonat, edetat dinatri, edetat trinatri,
edetat tetranatri, natri xitrat, natri polyphosphat, natri metaphosphat, axit gluconic, axit
phosphoric, axit = xitric, axit ascorbic, axit succinic, axit edetic va trinatri

etylendiaminhydroxyetyl triaxetat.

Vi du cu thé v& chit bao quan bao gdm metylparaben, etylparaben, butylparaben

va phenoxyetanol.

Vi du cu thé vé thanh phf‘m dang bot bao gém bot vo co (vi du talc, cao lanh, mica,
Sericit), muscovit, phlogopit, mica téng hop, lepidolit, biotit, vermiculit, magie carbonat,
canxi carbonat, nhom silicat, bari silicat, canxi silicat, magie silicat, stronti silicat, mudi
kim loai cua axit vonframic, axit magie, silica, zeolit, bari sulfat, canxi sulfat nung (voi
t6i), canxi phosphat, floapatit, hydroxyapatit, bot gbm, xa phong kim loai (vi du kém
myristat, canxi palmitat, nhom stearat) va bo nitrit; bot hitu co (vi du bdt nhira polyamit
(bot nildng), bot polyetylen, bdt polymetyl metacrylat, bot polystyren, bt nhya polyme
clia styren va axit acrylic, bdt nhya benzoguanamin, bt polytetraflooetylen, xenluloza
powders); chét mau tring v6 co (vi du titan dioxit, kém oxit); chit mau dé vd co (vi du
st oxit (sit do oxit), sét titanat); chit mau nau vo co (vi du y-sét oxit); chit mau vang vo
co (vi du sit vang oxit, d4t vang); chit mau den vo co (vi du sit den oxit, titan oxit ty

trong thip); chit mau tim v co (vi dy tim mango, tim coban); chit mau xanh 14 ciy vo
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co (vi du créom oxit, crdm hydroxit, coban titanat); chit mau xanh lo v6 co (vi du chét
mau xanh nude bién dérﬁ, chit mau xanh d4m); chit mau 6ng anh ngii séc (vi du mica
duoc bao b%mg titan oxit, bismuth oxyclorua dugc bao béng titan oxit, talc dugc bao béng
titan oxit, mica mau dugc bao béng titan oxit, bismuth oxyclorua, da bac); chit mau bot
kim loai (vi du bdt nhom, bot déng); chit mau hitu co nhu chit nhuém mau ziriconi, chét
nhudm mau bari va chit nhudm mau nhoém (vi du chAt mau hitu co nhu chit mau d6 sb.
201, chit mau d6 sb. 202, chit mau d6 sb. 204, chit mau d6 sb. 205, chét mau dé 6. 220,
cht mau do sé. 226, chit mau dé sb. 228, chit mau do sb. 405, chit mau cam sb. 203,
chAt mau cam sb. 204, chit mau vang sb. 205, chit mau vang s6. 401 va chét mau xanh lo
s8. 404; va chit mau dé sb. 3, chit mau d6 sb. 104, chit mau do sb. 106, chit mau d6 sb.
227, chét mau d6 sb. 230, chét mau d6 sb. 401, chit mau d6 sb. 505, chét mau cam s0.
205, chit mau vang sb. 4, chit mau vang $6. 5, chit mau vang sb. 202, chat mau vang sb.
203, chit mau xanh 14 cdy sb. 3 va chit mau xanh lo s8. 1); va chit mau tu nhién (vi du

chlorophyll, B-caroten).

Viducu thé vé chét hép thu tia cuc tim bao gém chét hép thu tia cuc tim loai axit
benzoic (vi du axit p-aminobenzoic (dugc viét tit 13 “PABA”), PABA monoglyxeryl este,
N,N-dipropoxy-PABA etyl este, N,N-dietoxy-PABA etyl este, N,N-dimetyl-PABA etyl este,
N,N-dimetyl-PABA butyl este va N,N-dimetyl-PABA etyl este); chit hp thu tia cuc tim loai
axit anthranilic (vi du homomentyl-N-axetylanthranylat); chét hip thu tia cuc tim loai axit
salixylic(vi du amyl salixylat, mentyl salixylat, homomentyl salixylat, octyl salixylat,
phenyl salixylat, benzyl salixylat and p-isopropanolphenyl salixylat); chét hép thu tia cuc
tim loai axit xinamic (vi du octyl metoxyxinamat, etyl-4-isopropyl xinamat, mefyl-é,S-
diisopropyl xinamat, etyl-2,4-diisopropyl xinamat, metyl-2,4-diisopropyl xinamat,
propyl-p-metoxyxinamat, isopropyl-p-metoxyxinamat, isoamyl-p-metoxyxinamat, octyl-
p-metoxyxinamat (2-etylhexyl-p-metoxyxinamat), 2-etoxyetyl-p-metoxyxinamat,
xyclohexyl-p-metoxyxinamat, etyl-o-xyano-B-phenylxinamat, 2-etylhexyl-a-xyano-f-
phenylxinamat va glyxeryl —mono-2-etylhexanoyl di-p-metoxyxinamat); 3-(4"-
metylbehzyliden)-DL-campho va 3-benzyliden-DL-campho; 2-phenyl-5-
metylbenzoxazol; 2,2'-hydroxy-5-metylphenylbenzotriazol;
2-(2'-hydroxy-5'-t-octylphenyl)benzotriazol; 2-(2'-hydroxy-5'-metylphenyl)benzotriazol;
dibenzalazin; dianisoyl metan; 4-metoxy-4'-t-butyldibenzoylmetan; 5-(3,3-dimetyl-2-

norbornyliden)-3-pentan-2-on va dimorpholinopyridazinon.
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Vi du cu thé vé axit amin bao gdm axit amin trung tinh (vi du threonin, xystein) va
axit amin c6 tinh bazo (vi du hydroxylysin). Vi du vé hop chét axit amin bao gdm natri
axylsarcosin (vi du natri lauroylsarcosin), mudi axylglutamat, natri axyl PB-alanin,

glutathion va axit pyrolidoncarboxylic.

Vi du cu thé vé amin hitu co bao gém monoetanolamin, dietanolamin,
trietanolamin, morpholin, triisopropanolamin, 2-amino-2-metyl-1,3-propanediol va

2-amino-2-metyl-1-propanol.

Vi du cu thé vé& nhii trong polyme bao gdm nhii twong nhya acrylic, nhil tuong
polyetyl acrylat, dung dich nhya acrylic, nhii twong polyalkyl acrylat, nhii twong nhya

polyvinyl axetat va nhya cao su tu nhién.

Kem y té theo sang ché ¢ thé dugc bao ché bang cach gia nhiét pha dau chira céc
thanh phén tir A &n C, va tly ¥ ciing chira thanh phén E dén nhiét do nim trong khoang
tir 60°C dén 80°C dé hoa tan céc thanh phin nay, bd sung pha nuéc (tly y chia thanh
phin D) da duoc gia nhiét dén nhiét do ndm trong khoang tir 60°C dén 80°C vao pha dau
dﬁl duoc gia nhiét nay bing may tron déng nhét hoac thiét bi trong tu dé nhii héa, sau d6
1am ngudi nhii twong thu dugc dén nhiét d6 phong.

Vi du thie hién sang ché

Sang ché dugc mo ta chi tiét théng qua phan vi du sau, nhung sang ché khéng chi
giGi han & cac vi du nay. Trur khi c6 quy dinh khéc, toan bo ty 1€ phﬁn tram (%) va ty 1€ cla
cac thanh phén trong céc kem y té theo sang ché 1a ty 16 khéi luong.

Vidu 1 dn 32 vavidusosanh1dén6

Trong mdi Vi dy, pha nuéc chira thanh ph?m D, glycerol, v.v. dd dugc gia nhiét
dén nhiét d 70°C dugc bd sung vao pha diu chira cac thanh phén tir A dén C, thanh phan
E, Squalan, dimetylpolysiloxan, v.v. dd dugc gia nhiét dén nhiét d6 70°C va hoa tan, sau
d6 nhii hoa bang mdy tron ddng nhit (T.K. AUTO HOMO MIXER, do Tokushu Kika
Kogyo KK cung cép) & tbc d6 bang 6000 vong/phit va nhiét do 70°C. Sau khi 1am ngudi
dén nhiét d6 phong va loai khi, nhii trong thu dugc dugc kiém nghiém va danh gié theo
phwong phép sau. Céc két qua kiém nghiém va dénh gid dugc thé hién trong cac bang s

licu. Kiéu nhil twong dugc xac dinh bing cach do d6 dan dién, két qua do d6 dan dién
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cho thiy cac nhii trong thu duge trong mdi Vi du cua séng ché va vi du so sanh 14 kiéu

nhii trong nuée trong dau.
CAu tric dang kem

Do nhét cua nhil twong duge do bang nhét k& Brookfield (ASB100, do Tokyo
Keiki Inc. cung cép) theo cac diéu kién sau. Trong céc bang sb liéu sau, cac nhii tuong c6
d6 nhét nim trong khoang tir 10 dén 100 Pa's ¢6 tiéu chuén d4nh gid @6 én dinh d6 nhét
cao (T6t) d6i voi “cdu tric dang kem”; céc nhil twong ¢6 do nhét nhod hon 10 Pa-s hodc
cao hon 100 Pa-s c6 tidu chudn danh gia d6 én dinh do nhét thép (Khong tét) ddi véi “céu
trac dang kem”. Pd nhdt duge danh gia ngay sau khi bao ché va sau khi bao quan & nhiét
d6 thip (hai thang & nhiét d6 -5°C).

*_ Cénh quat: Canh quat sd. 6.
Nhiét d6 do: 25°C. |
Téc d¢ canh quat: 20 vbng{phﬁt.
Ty 1¢ duy tri 46 nhét va do én dinh d6 nhét cia kem y té theo sang ché

Nhii trong dugc bao quan & nhiét do thép (hai thang & nhiét 4 -5°C). D(} nhot
ngay sau khi bao ché va d9 nhét sau hai thang béo quan dugc do bing nhét ké Brookfield
theo cac diéu kién sau (ASB 100, do Tokyo Keiki Inc. cung c4p).

Cénh quat: Canh quat sd. 6.
Nhiét d6 do: 25°C.
Téc @6 canh quat: 20 vong/phuit.

Ty 1€ duy tri 40 nhét (%) duge tinh tir cac két qua do theo cong thirc sau, va do 6n
dinh d6 nhé6t duge danh gia dya trén ty 1€ duy tri 4o nhét.

Ty 1é duy tri do nhét (%) = (d0 nhét sau 2 thang bao quan) /dd nhét ngay sau khi
bao ché) x 100

Tiéu chudn d4nh gia d6 dn dinh d6 nhét ciia kem y té theo séng ché
7: 95% va cao hon.
6: it nhit bang 90% nhung nhé hon 95%.

5: it nhét bang 80% nhung nho hon 90%.
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4: it nhat bing 70% nhung nhé hon 80%.

3: it nhit bang 60% nhung nhé hon 70%.

2: it nhét bang 50% nhung nhé hon 60%.

1: nhé hon 50%, hoic khong thé dinh luong (phéan tach diu - nuéc).

Tiéu chuén déanh gi do dn dinh d6 nhét b.%lng 3 hoac cao hon duqc chép thuén.
Cam gidc 4m ctia kem y té theo sang ché

M3i miu kem y té theo sang ché dugc danh gia boi 10 chuyén gia cam quan bang
cach boi khoang 0,5g nhii twong 1én cing tay va thuc hién dénh gia cam gidc 4m theo
thang diém nim trong khoang tir 1 dén 6. Cac két qua dugc d4nh gia theo tiéu chuén dua

trén diém s6 trung binh ctia mudi chuyén gia cam quan.
Diém sb
6 diém: Cam giac 4m rét khac biét.
5 diém: Cam giac 4m khac biét
4 diém: Cam giac 4m.
3 diém: Cam gic 4m nhe.
2 diém: Hoi c¢6 cam giac 4m, néu cé.
1 diém: Khong c6 cam giac 4m.
Tiéu chudn danh gia cam gidc 4m cta kem y té theo sang ché
6: Trung binh bang 5,5 hodc cao hon.
5: Trj s6 trung binh it nhét biing 5,0 nhung nhé hon 5,5.
4: Tri s6 trung binh it nhit bing 4,0 nhung nhé hon 5,0.
3: Trj s trung binh it nhit bang 3,0 nhung nhé hon 4,0.
2: Tri s6 trung binh it nhét bing 2,0 nhung nhé hon 3,0.
1: Tri s6 trung binh nhé hon 2,0.
Tiéu chuén d4nh gi4 cam gidc 4m bang 3 hodc cao hon dugc chap thuan.

Kha ndng bam thanh 16p mdng trén da ciia kem y té theo sang ché

-11-
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M&i miu kem y té theo sang ché dugc d4nh gid bdi 10 chuyén gia cam quan bing
c4ch bdi khoang 0,5g nhil trong 1én cing tay va thuc hién dénh gid kha ning bam thanh
16p mong trén da cua nhil tuong theo thang diém nim trong khoang tir 1 dén 6. Cac két
qua dugc danh gia theo tiéu chuén dya trén diém sd trung binh ctia mudi chuyén gia cam
quan.

Piém s6

6 diém: Rét d& bam thanh 16p méng trén da.

5 diém: Hoan toan d& bam thanh 16p mong trén da.

4 diém: D& b4m thanh 16p mong trén da.

3 diém: Hoi d& bam thanh 16p mong trén da.

2 diém: Hoi kh6 bam thanh 16p méng trén da.

1 diém: Kh6 bam thanh 16p mong trén da.

Tiéu chuén danh gia kha ning bam thanh 16p méng trén da

6: Trung binh bing 5,5 hodc cao hon.

5: Tri s trung binh it nhét bang 5,0 nhung nho hon 5.,5.

4: Tri s6 trung binh it nht bang 4,0 nhung nhé hon 5,0.

3: Tri sb trung binh it nhét bing 3,0 nhung nhé hon 4,0.

2: Tri s6 trung binh it nhét bang 2,0 nhung nhé hon 3,0.

1: Tri sb trung binh nhé hon 2,0.

Tiéu chuin d4nh gi4 kha ning bam thanh 16p méng trén da bing 3 hodc cao hon

duoc chép thuan.
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Bang 1
. Vidu
Thanh phan (%)
' 1 2 3 4 5 6 7
Ufenamat 5,0 5,0 0,5 1,0 10,0 15
A
Crotamiton 5,0 2,0
DAu thiu dau
B hydropolyoxyetylen (10 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0
EO)
C Rugu oleylic 2,0 2,0 2,0 2,0 2,0 2,0 2,0
Squalan 16,0 | 16,0 | 14,0 | 20,5 | 20,0 | 11,0 6,0
Nudc tinh khiét 67,0 | 67,0 | 67,0 | 67,0 | 67,0 | 67,0 | 67,0
Tdng cong Y 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0
Ty 16 B/C 5,0 5,0 5,0 5,0 5,0 5,0 5,0
Dang kem £ J I £ £ £ £
(ngay sau khi bao ch é) Tot Tot Tot To6t Tot Tot Tot
Ty 1€ duy tri d§ nhét (%) 80 80 81 75 80 81 74
Do nhét in X a e an R
d6 én dinh Tiéu chu.an dzinh glla d6 on 5 5 5 4 5 5 4
o dinh d6 nhét
(-5°C)
Dang kem Tét | Tét | T6t | Tét | Tét | Tét | Tot
, Piém sb 51 | 50 | 51 | 50 | 51 | 50 | 52
Cam giac -
am Tiéu chuap’ da}nh gia cam 4 4 4 4 4 4 4
giac am -
Diém sb 51 | 51 | 50 | 50| 51|51 |50
Kha ning 1em 80
1;3213:;11 Tiéu chuén dénh gid kha
MONE | néng bam thanh 16p méng | 4 4 4 4 4 4 4
trén da n
‘ trén da
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Bang 2
. Vi du
Thanh phan (%)
8 9 10 11 12 13 14
A Ufenamat 5,0 5,0 5,0 5,0 5,0 5,0 5,0
Déu thau dau
hydropolyoxyetylen 4.0 6,0 | 140 1 16,0
(10 EO)
Déu thiu diu
: hydropolyoxyetylen 10,0
B (5 EO)
Déu thiu diu
hydropolyoxyetylen 10,0
- (TEO)
Déu thiu dau
hydropolyoxyetylen 10,0
(20 EO)
C Ruou oleylic 2,0 2,0 2,0 2,0 2,0 2,0 2,0
Squalan 16,0 | 16,0 | 16,0 | 22,0 | 20,0 | 12,0 | 10,0
Nuéc tinh khiét 67,0 | 67,0 | 67,0 | 67,0 | 67,0 | 67,0 | 67,0
Tbng cong 100,0 | 100,0 | 100,0 | 100,0 { 100,0 | 100,0 | 100,0
Ty 1€ B/C 5,0 5,0 5,0 2,0 3,0 7,0 8,0
Dang kem £ X £ £ £ £ £
(ngay sau khi bao ché) Tot Tot Tot Tot | Tot Tot Tot
Ty 1€ duy tri d§ nhdt (%) 71 75 75 68 76 75 68
PO nhét in A a1 e oaa R
do6ndinh | Levchuandimhgiddoon |,y oy 1 3 | 4 | 4 | 3
° dinh d6 nhét
(-5°C)
Dang kem Tét | Tét | Tét | Tét | Tét | Tét | Tbt
Diém s6 50 | 52 | 51 | 46 | 50 | 51 | 51
Cam giac
am Tiéu chuan iianh cam giac 4 4 4 3 4 4 4
am
Kha nang Diém sb 50 | 51 | 52 | 53 | 50 | 51 | 45
'}gg‘;h;‘l‘h Tiéu chuén dénh gia kha
MORE | nang bam thanh I6p méng | 4 4 4 4 4 4 3
trén da n
trén da
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Bang 3
] Vi du
Thanh phin (%)
15 16 17 18 19 20
A Ufenamat 5,0 5,0 5,0 5,0 5,0 5,0
Déu thiu dau
B hydropolyoxyetylen 10,0 10,0 10,0 10,0 10,0 10,0
(10 EO)
C Rugu oleylic 0,5 1,0 1,5 3,3 4,0 5,0
Squalan 17,5 | 170 | 16,5 | 147 | 140 | 13,0
Nuée tinh khiét 67,0 | 67,0 | 67,0 | 67,0 | 67,0 | 67,0
Téng cong 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0
Ty 16 B/C 20 10 | 67 3,0 2,5 2,0
_ Dang kem £ £ £ £ £ I
(ngay sau khi bio ché) Tot Tot Tot To6t Tot Tot
Ty 18 duy tri d6 nhét (%) 67 74 80 81 75 68
- D6 nhét ; " 2
X X a2 Tiéu chuan danh gia o 6n
do oridmh dinh db nhot 3 4 5 5 4 3
(-5°C)
' Dang kem Tét | Tét | Tét | Tét | Tét | Tot
Piém sb 5.2 5.4 53 5.4 5.2 5,3
Cam gidc :
am Tiéu chuap, dagnh gia cam 4 4 4 4 4 4
glac am
Kha nang Piém sb 4,5 5,0 5,1 5,0 5,1 5,1
t;f;‘i‘:l?h Tiéu chuin danh gi4 kha
e’ | mangbam thanh I6p méng | 3 4 4 4 4 4
trén da
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Béang 4
. Vidu
Thanh phan (%)
21 22 23 24
A Ufenamat 5,0 5,0 5,0 5,0
Déu thiu diu hydropolyoxyetylen
B (10 EO) 10,0 10,0 10,0 10,0
C Rugu oleylic 2,0 2,0 2,0 2,0
Polyetylen glycol '
(macrogol 20000) 0,5 2,0 10,0
D
Polyetylen glycol 20
(macrogol 6000) ’
Squalan 14,0 15,5 14,0 6,0
Nude tinh khiét 67,0 | 67,0 67,0 67,0
Téng cong 100,0 100,0 100,0 100,0
Ty 16 B/C 5,0 5,0 5,0 5,0
Dang kem (ngay sau khi bio ché) Tét Tét Tét Tt
Ty 1€ duy tri 6 nhét (%) 85 85 91 90
D6 nhot n X az an A a
d6 6n dinh Tiéu chuan gzinrlllh %;[a d6 6n dinh 5 5 6 6
(-5°C) i
Dang kem Tét 6t Tét Tét
q Diém s6 5.2 5,2 5,1 5.2
Cam giac am —
Tiéu chudn d4nh gia cam giac 4m 4 4 4 4
Kha nng bam Piém so 6,2 6,2 6,6 6,6
tha"ltlré‘l’lpdffong Tiéu chuén dénh gi4 kha ning s s 5 5
bam thanh 16p mdng trén da

-16-




26008

Béang 5
. Vidu
Thanh phan (%) :
25 26 27 28 29 30 31 32
Ufenamat 5,0 5,0 5,0 5,0 5,0 5,0 5,0
v Crotamiton 5,0
A Diphenhydramin 1,0
Diphenhydramin
2,0
hydroclorua
co Déu thiu du
B hydropolyoxyetylen | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 | 10,0 10,0
(10EO)
C - Ruou oleylic 2,0 2,0 2,0 2,0 2,0 2,0 2,0 2,0
_ Polyetylen glycol
P (macrogol 20000) 2,0 2,0 2,0 2,0 2,0 2,0 2,0
: Ceresin 0,1 1,0 3,0 5,0 1,0 1,0 1,0
E
2 Sép ong 1,0
Squalan 139 | 13,0 | 11,0 | 9,0 | 13,0 | 150 | 10,0 | 8,0
Dimetylpolysiloxan 1,0
Glycerol 2,0
Nudc tinh khiét 67,0 | 67,0 | 67,0 | 67,0 | 67,0 .| 67,0 | 67,0 | 67,0
Téng cong 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 98,0 | 100,0
Ty 1€ B/C 5,0 5,0 5,0 5,0 5,0 5,0 5,0 5,0
Dang kem . . . . . . . .
" (ngay sau khi bao ché) Tot Tot Tot Tot Tot Tot Tot Tot
Tyl d“{o /gl donmhét | o) | 93 | o8 | 93 | 93 | 92 | 96 | 95
D9 nhét
d6 6n dinh | Tiéu chuin d4nh gi4
(5°C) | dodnaimhdonnst | 6 | T | T | ¢ | & 6| T |7
Dang kem Té6t | Tét | Tét | Tét | Tét | Tét | Tét | Tét
L Diém sb 61 | 68 | 68 | 67 | 63 | 66 | 68 | 68
Cam giac i
am Tiéu i:huap’ da;nh gia 5 6 6 6 5 5 6 6
cam giac am
Kha nang Diém s6 65 | 65 | 66 | 65 | 66 | 51 | 66 | 65
bam thanh
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Tiéu chun d4nh gia
kha ning bam thanh 5 5 5 5 5 4 5 5
16p mong trén da
Bang 6
. Vi du so sanh
Thanh phan (%)
1 2 3 4 5 6
A . Ufenamat 5,0 5,0 5,0 5,0 5,0
_ Déu thau dau
B hydropolyoxyetylen 10,0 10,0 10,0
(10 EO)
Déu thiu diu
hydropolyoxyetylen 10,0
(60 EO)
Polyoxyetylen 10.0
oleyl ete (2 EO) ?
C Ruou oleylic 2,0 2,0 2,0 2,0
Octyl dodecanol 2,0
Squalan 21,0 26,0 16,0 16,0 18,0 16,0
Nuée tinh khiét 67,0 67,0 67,0 67,0 67,0 67,0
Téng cong 100,0 100,0 100,0 100,0 100,0 100,0
Phén Phéan
Dang kem £ tach tach £ £ s
(ngay sau khi bao ché) Tot déu - déu - Tot Tot Tot
nude nudc
Ty 1€ duy tri d§ nhét
(%) 52 - - 55 45 48
~ o | Tiéu chuin danh gia
DOt | doéndinhdomhot | 2 ! ! 2 ! !
dinh Phén Phan
(-5°0) Khong | tich tich | Khong | Khong | Khéng
Dang kem 6t | dhu- | dhu- | 6t | 6t | bt
nudc nudc
Khéng | Khong
2 % thé thé
Cérp biém so 4.4 d4nh danh 4,8 4.4 4.4
giac am gia gia
Tiéu qchuap, da;nh gia 3 ) i 3 3 3
cam giac am
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] - Khéng | Khéng
Kha .2 I thé thé
ning Piém so 4.6 d4nh d4nh 4,5 34 4,6
t‘ﬁ;nlh gi4 gid
nigg Tiéu chuin danh gia
by fa kha ning bam thanh 3 - - 3 2 3
16p méng trén da

Céac nguyén liéu ban dau dugc sir dung trong céac vi du néu trén duge md ta dudi

day. Trir khi c6 quy dinh khac, luong mdi thanh phan trong cac bang dugc tinh theo

kluc,mg ctia dang tinh khiét.

Ufenamat:
Puoc ban v6i nhan hidu “Ufenamat” do Shiono Finesse Ltd. cung cap.
Crotamiton:

DPugc ban véi nhan hiéu “Crotamiton” do Sumitomo Chemical Company, Ltd.

cung cap.

cap.

Diphenhydramin:

JP (Dugc dién Nhat Ban) Piphenhydramin, do Kongo Chemical Co., Ltd. cung

Diphenhydramin hydroclorua:

JP Diphenhydramin Hydroclorua, do Kongo Chemical Co., Ltd. cung cép.
DAu thiu diu hydropolyoxyetylen (20 EO) (HLB = 10,5):

NIKKOL HCO-20, do Nikko Chemicals Co., Ltd. cung c4p.

Dau thiu du hydropolyoxyetylen (10 EO) (HLB = 6,5):

NIKKOL HCO-10, do Nikko Chemicals Co., Ltd. cung cap.

Déu thiu du hydropolyoxyetylen (7 EO) (HLB = 6,0):

HCO-7, from Nihon Emulsion Co., Ltd. cung c4p.

Déu thiu dau hydropolyoxyetylen (5 EO) (HLB = 6,0):

NIKKOL HCO-5, do Nikko Chemicals Co., Ltd. cung cép.

Polyoxyetylen oleyl ete (2 EO) (HLB = 7.5):
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NIKKOL BO-2V, do Nikko Chefnicals Co., Ltd. cung cép.
Déu thiu diu hydropolyoxyetylen (60 EO) (HLB = 14,0):
NIKKOL HCO-60, do Nikko Chemicals Co., Ltd. cung c4p.
Squalan:

NIKKOL Squalan, do Nikko Chemicals Co., Ltd. cung cép.
‘Macrogol 20000:

Macrogol 20000 (trong lugng phén tr trung binh = 20000), do Sanyo Chemical

Industries, Ltd. cung c4p.
- Macrogol 6000:

Macrogol 6000 (trong lugng phén t trung binh = 6000), do Sanyo Chemical

Industries, Ltd. cung Cép.
Ceresin:
Ceresin N tinh khiét, do Nikko Rika Corporation cung cip
Ruou oleylic:
Novol LQ (JP), do Croda Japan K.K. cung cp.
Octyl dodecanol:
Kalcol 200GD, do Kao Corporation cung cép.
‘Séap ong:
sap ong tinh khiét da khtr mui, do Cerarika Noda Co., Ltd. cung cp.
DPimetylpolysiloxan:
KF-96A-10CS, do Shin-Etsu Chemical Co., Ltd. cung cip.
Glyxerin:

JP Glyxerin, do Sakamoto Yakuhin Kogyo Co., Ltd. cung cép.
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YEU CAU BAO HQ
1. Kem y t& dang nhii twong nudc trong diu chira cic thanh phén:

(A) dugc chat dugce chon tir nhém bao gom crotamiton, diphenhydramin va mudi ctia no,
clopheniramin va mudi ca né, isothipendyl va muodi cia nd, ufenamat, va axit

glycyrrhetic;

(B) diu thiu diu hydropolyoxyetylen ¢ sé mol etylen oxit nim trong khoang tir 5 dén
20;va

(C) rugu oleylic.

2. Kem y té theo diém 1, trong d6 kem y té nay c6 ty 1& khéi lwong giira thanh phan B va
thanh phan C (ty 1& B/C) nim trong khoang tir 2 dn 20.

3. Kem y t& theo diém 1 hodc 2, trong d6 kem y té nay con chtra thanh phén (D)
polyetylen glycol.

4. Kem vy té theo diém bét ky trong sb cac diém tir 1 dén 3, trong d6 kem y té€ nay con

chira thanh phan (E) sép & thé ran & nhiét d9 25°C.
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