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C Cambrex
va irng dung tri mun

Benzoyl Peroxide

@ hi*tu co co dac tinh oxy hdoa manh,
dworc tng dung réng rdi trong da liéu va

| BEN L C14H1004 A . A Ve ~

O cong nghiép hoa thuc pham.

5 _._ Benzoyl peroxide (C,,H,,0,) la hop chat
)LW/Q
0]

Trong linh vuc chdm séc da, Benzoyl peroxide dwgc xem la "tiéu chuan

vang" dé diéu tri mun trirng cd tir nhe dén nang.

Hoat chat nay mang lai hiéu qua théng qua cac co ché tac déng kép:

 Sat khuan: Benzoyl Peroxide gidi phéng cac géc oxy ty do dé pha huy
mang té bao clha vi khuan ky khi Propionibacterium acnes (P. acnes), tiéu
diét vi khuan va han ché tinh trang khang thuéc nhu khi st dung
khang sinh.

 Tiéu sitng va lam sach 16 chan I6ng: Hoat chat nay giup lam bong
|&p t& bao sirng gia cbi, hoa tan b3 nhon, gilt cho nang 16ng théng thodng.

* Gidm viém: Nho diét khuan va lam sach, Benzoyl peroxide gian ti€p lam
giam cac triéu chirng sung viém, mun mu.

Cac ché pham thudong duwgc bao ché dudi dang gel, kem hodc sita rira mat

véi ndbng d6 2.5%, 5% va 10%.

Cé thé s dung doc lap Benzoyl peroxide hodc cidc két hop

Benzoyl peroxide — Clindamycin (Duac®) hay Benzoyl peroxide — Adapalene
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C Cambrex
va irng dung tri mun

Benzoyl Peroxide trong phac d6 diéu tri mun

Theo Guideline EuroGuiDerm 2025, Benzoyl peroxide doéng vai tro
quan trong trong phac doé diéu tri mun hién dai.?

Diéu tri tan céng:

e Mun dau den: C6 thé can nhic si dung Benzoyl peroxide don tri liéu,
hodc st dung dang phéi hop Benzoyl peroxide — Adapalene véi hiéu qua
cao hon.

* Mun san mu (Nhe - Trung binh): Khuyén nghi s dung phdi hop
Benzoyl peroxide — Adapalene hoac Benzoyl peroxide — Cindamycin
nho tac dong hiép déng manh mé.

* Mun ndng & Mun boc: Can két hop gitta Khang sinh uéng va phdi hop
Benzoyl peroxide — Adapalene nham kiém soat viém cap toc.

Diéu trj duy tri: Sau giai doan mun ndng, cin nhac st dung Benzoyl peroxide
don tri liéu hodc phéi hgp Benzoyl peroxide — Adapalene giup ngdn ngira
tai phat.

4 N

Mun dau den Mun san
N y,
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C Cambrex
va irng dung tri mun

Giai phap Benzoyl Peroxide tir Cambrex

D& san xuat cac thanh pham tri mun dat chuan, 6 tham thau tét va han ché
kich &rng, viéc lwra chon ngudn Nguyén liéu Dwoc chat (API) dong vai tro
quan trong.

Benzoyl peroxide clla Cambrex la gidi phdp hang dau dwoc nhiéu nha san

xuat dwoc pham tin chon.

1. Nha mdy EU-GMP: La nha cung cap APl generic toan cdu, Cambrex
san xuat Benzoyl peroxide tai cic co s&@ tuadn thd EU-GMP, ddm bao
moi 16 hang déu dat tiéu chuan chat lwong va quy dinh nghiém ngat

2. Nguyén liéu d3 duoc phé duyét tai cac thi trudng khat khe nhu MY,
Chau Au, Nhat Ban, Canada. Ngoai ra, cac céng ty dugc phdm Ién cula
An D6 va Trung Qudc cling st dung Benzoyl peroxide tir Cambrex.

3. Dap &ng hoan hao cho ca cdng thirc don chat 1an cong thirc phdi hop voi
cac hoat chat nhu Clindamycin hay Adapalene, nho sy tdi wu hoda trong
phan b kich thuwdc hat, t&i mirc microns.

Cong thirc tham khao Epiduo® theo US patent3

1. Pha hoat chat: 2. Pha nudc:

Benzoyl Peroxide: 2.5% Disodium EDTA: 0.10%
Adapalene: 0.10% Glycerol: 4.00%

Nudec tinh khiét: 10.00% Propylene Glycol: 2.00%
Propylene Glycol: 2.00% Sodium Docusate: 0.05%
Poloxamer 124: 0.20% Nudc tinh khiét: gs 100%

3. Hé chét tao gel: 4. Chat diéu chinh pH:
Sepineo P600: 4.00% Sodium Hydroxide: gs pH 5.00

Gambrex ;1 uo"
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C Cambrex
va irng dung tri mun

Cambrex — Chuyén gia san xuat APl hang dau thé gigi

HEALTHCARE u

VGi hon 40 ndm kinh nghiém, Cambrex la déi tdc chién lwgc trong linh vue
san xudt dugc chdt (API) nho ndng luc vuot tréi:

e San xuat toan dién: Cung cap dich vu tlr quy mé phong thi nghiém,
th&r nghiém 1am sang dén san xuat thwong mai quy mo I6n.

* Thé& manh céng nghé: Chuyén phat trién cdc phan tl phirc tap théng qua
cong nghé dong chay lién tuc (continuous flow), xuc tac sinh hoc
(biocatalysis) va cdc hoat chat c6 hoat luc cao (HPAPI).

 Danh muc Generic: S& hitu danh muc hon 70 loai generic APl duogc
san xuadt tai cdc nha mday dat chuan EU-GMP & Y va Thuy Dién.
Nhiéu nguyén liéu ciia Cambrex c6 chirng nhan CEP.

e Chat lvgng cao: HO so phdp Iy minh bach, ddp ¢ng cidc tiéu chuin
khat khe nhat cla FDA, EMA va cdc co quan quan ly toan cau.
Mot sé API tiéu biéu cia Cambrex

* Benzoyl Peroxide, hydrous e Cromolyn Sodium

* Hydrochlorothiazide * Picosulfate Sodium

* Epinephrine * Teprenone

* Norepinephrine * Diazepam

* Chlordiazepoxide * Bromazepam

e Rifaximine * Midazolam
EDA  Quomromane
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C Cambrex
va irng dung tri mun

San pham tham khao

Kem dung ngoai (PanOxyl® — Stiefel-GSK/ The UK)
* 4% Benzoyl Peroxide, hydrous

30 mg/g Gel S Cal S
" Gel dung ngoai S i ‘
(Duac® Once Daily — Stiefel-GSK/ The UK) — ]
* 5% Benzoyl Peroxide, hydrous o 3 i
* 1% Clindamycin !
s Mo stiorel Fiesterel Egj
Epiduo - '
0.1% / 2.5% gel
adapalene | benzoy peroxide
E=E ~ ~N
. - Gel dung ngoai (Epiduo® — Galderma/ Phép)
‘\""-“3333_,3/3-'73 * 2.5% Benzoyl Peroxide, hydrous
U’ * 0.1% Adapalene
A B J

_—
& GaLoeRM

s GALDERMA

DS. Nguyén Anh Minh

Tai liéu tham khao

1. Zouboulis CC, Fischer TC, Wohlrab J, Barnard J, Alié AB. Study of the efficacy, tolerability, and safety of 2 fixed-
dose combination gels in the management of acne vulgaris. Cutis. 2009 Oct;84(4):223-9. PMID: 19911678.

2. EuroGuiDerm Guideline for the Treatment of Acne — Update 2025
3. United States Patent No.: US 9,814,690 B2
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Rung téc nam — Van dé cliia nam gidi hién dai !

Rung téc la mot trong nhitng vadn dé thdam my va sirc khde ngay cang
ph6 bién & nam gidi. Dang rung toéc thuong gip nhat 13
Androgenetic alopecia (rung téc do ndi tiét t6 androgen), thuong dac trung
b&i cac biéu hién:

w‘% Thua téc vung tran — thai duwong va dinh dau
R Nang toc dan teo nhd ]'v ‘ b B ‘ l ‘ L &
,‘% Soi téc manh, ngdn va yéu hon

Tinh trang nay thuong phd bién & nam gidi trén 50 tudi, nhuwng cd thé
bat dau sdm tir d6 tudi 20-30 va tién trién dan theo thoi gian, anh hudng
dang k& dén tham my, tdm ly va chat lvong cudc sdng cda ngudi bénh.

Tinh trang rung téc & nam gi¢i Viét Nam hién nay ?!
2 Rung téc (dac biét 1a dang Androgenetic alopecia) @ nam gi¢i Viét Nam
dang gia tang nhanh vdi xu hudng tré héa manh mé.

Bénh vién Tam Anh TP. HCM: ghi nhan ty 1& bénh nhan nam bj rung téc &
dd tudi 20 — 30 chiém khoang 25 — 30%, tang gdp déi so v&i 10 nam trudec.

Y. Bénh vién Da lidu Trung wong: ghi nhan nhiéu bénh nhan nam hoéi dau
& do tudi tré (20 — 25 tubi).

% Di truyén: tién sir gia dinh, d6t bién gen thu thé androgen, ...

g Hormone Dihydrotestosterone: Testosterone chuyén héa thanh
Dihydrotestosterone nh® enzyme 5-a reductase, gin véi thu thé
androgen gay thu nho nang téc.

;% Stress kéo dai

}){ Yéu t6 khac: thi€u hut dinh dudng, hut thuéc, hdi chirng chuyén hda,
nam da dau,...
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2. ACTRISAVE™ GIAI PHAP:CAI THIEN
BIONAP RUNG TOC O NAM GIOl

TURAL PRO

X. ACTRISAVE " Gidi phap tw nhién gitp cai thién rung téc & nam gidi
ACTRISAVE™ |3 su két hop gilta chiét xuat gao den (Oryza sativa L.) va
hoa xuong rong (Opuntia ficus-indica L.)

Hoa xwong rong chira ham luong

cao flavonoids nhu isorhamnetin

c6 tdc dung chdng viém quanh
nang téc va cai thién vi tuan hoan

& da dau.

Anthocyanin trong gao den
cé hoat tinh chéng oxy hoda
manh, gilp giam stress oxy
héa & nang toc.

- ACTRISAVE"™ Nghién cttu in vitro !

70.00%

90.00%
60.00% 80.00%
50.00% 70.00%
. 60.00%
40.00% 50.00%
30.00% 40.00%

0,
20.00% 30.00%
20.00%
10.00% I I 10.00%
0.00% I | l 0.00%
0.20% 0.39% 0.78% 1.56% 3.13% 1.00% 0.50% 0.25% 0.13% 0.06%

s ACTRISAVE mVitamin C m % e Ché cla ACTRISAVE m % e Ché cua vitamin C

Hinh 1. K&t qua tac dung chéng oxy hda clia ACTRISAVE™ (so sanh vdi vitamin C) dya trén
thir nghiém trung hoa goc ty do DPPH (bén trai) va thi&r nghiém dénh gid hoat tinh twong tu
enzyme SOD (bén phai)

MTT assay i
(Thir nghiém danh gié kha nang tang sinh cta té bao)

Vitamin C H
¢ |
eroma g ¢ (O@ M e
MTT assay
=T Gao den (R) — R -‘

Te bao r!hu bi cua O+R
nang téc ngwoi

% s0 v&i nhom|chirng

50 @

o
=)
81
8
3

Hinh 2. K&t qua cho thay su két hop gilra chiét xuat gao den va hoa xwong réng gilip ting sinh té bao
nhu bi cdia nang toc ngudi vuot tréi hon so vai vitamin C va tirng thanh phan riéng 1é
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8 ACTRISAVE " GIA] PHAPR:CAI THIEN

BIOACTIVE NATUR

BIONAP RUNG TOC O NAM GIO!

*  D4i twong nghién ctru: 86 nam gidi bi rung téc do nbi tiét td androgen
 Liéu dung: 250 mg ACTRISAVE™ méi ngay

* Thoigian: 6 thang, va theo d&i thém 1 thang sau khi ngirng sir dung

*  Phuong phap danh gia:

v" Phéan tich hinh anh téc va danh gid cac thong s6: mat doé toéc, ty 1é
toc anagen/ telogen /\
v" DPanh gia cda chuyén gia C|®y

v' Bang ciu hoi ty danh gia

Két qua nghién ctru
_ , P

ACTRISAVE™, va thém 1 thang sau khi ngirng st dung

= ACTRISAVE™ gilp tang mat do
toc 3,8% sau 3 thang va 9,5%
sau 6 thang, cao hon dang ké

155

Téng mat dd téc (sb soi téc trén 1 cm?2)

150 so v&i nhém gid duoc (lan luot
0,9% va 0,3%).
. Hiéu qua van duoc duy tri sau
II I I I 1 thang ngirng s dung.
135
T0 T3 TG T7

EPlacebo ®Actrisave

Hinh 4. K&t qua théng s6 tdng mat do tdc
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2 ACTRISAVE™ GIAI PHAP.CAI THIEN
BIONAP RUNG TOC O NAM GIO!

TIVE TUR

%» ACTRISAVE ™ Khang dinh tac dung qua nghién ctru lam sang?

Chu ky phét trién cla toc

Trong rung toc do ndi tiét to
androgen, pha anagen rut
ngan, pha telogen kéo dai:

B — s >W )
Anagen (Pha tang trwdng)  Catagen (Pha chuyén tiép) Telogen (Pha nghi) e = am
Nang téc dwoc nudi dudng Nang téc bdt dau tach khdi  Soi toc ngirng phét trién va tel ogen

nh& ngudn mau déi dao ngudn cung cap dinh dudng bt dau rung

140

120

100

______________ - N

; = B sung ACTRISAVE™:
. , . .. adnagen
Sau 3 thang: + 45,7% ty |é
40 - telogen
, . .. anagen
2 Sau 6 thang: + 85,8% ty |é telogen
’ 0 3mo 6mo Tmo k j
--- Mét d toc telogen — Placebo Mét d6 téc anagen — Placebo
== it dd toc telogen — Actrisave = it d6 téc anagen — Actrisave
Hinh 5. K&t qua mat do tdc & cac pha anagen va _-l
telogen & nhom gia dugc va nhém ACTRISAVE™ -

63.3% nguodi st dung nhan thay nhirng cai thién dau tién sau 1 — 2 thang.
70 — 80% nguoi st dung ghi nhan ACTRISAVE™ cé tac dung tang moc téc
va gidm rung téc sau 6 thang, va hiéu qua van duy tri sau 1 thang
ngirng st dung.

Danh gid cba chuyén gia cho thay ACTRISAVE™ cai thién rd rét
sy phat trién cla téc theo thoi gian va cao hon dang ké so vdi
nhém gia duoc.
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X ACTRISAVE™ GIAI PHRAP:CAI THIEN

i

BONAP  RUNG TOC O NAM GIO

. 72

= Dang nguyén liéu: b6t mau tim, chudn héa ham lwong anthocyanin;
isorhamnetin va dan xuat.
Cllnlcally
2 @

= Liéudung: 250 mg/ ngay - S S\ AN

= Ung dung: vién nang, vién nén, géi bot, keo déo, ...

= Vé nha sdn xuat: BIONAP la céng ty chuyén nghién clru va san xuat cac
chiét xuat thuc vat chuin hda tir ciy cd va trdi cdy vung Pia Trung Hai,
duwoc thanh 1ap & Y vao ndm 1997 véi tam nhin lan tda gid trj truyén théng
Dia Trung Hai vi sttc khde va si an lanh cla con nguoi.

San pham tham khao

4 )

== San pham: Haut & Haar Fit Complex
Haut & H(__aoangp’;_;f Xuat xir: Phap
.| Thanh phan: ACTRISAVE™, Biotin, Zinc, Selen
Dang bao ché: vién nang
Cong dung: Gidm rung téc va mun do rdi loan hormone

L i e AT
g
V2R 2 22

;{ ACTRISAVE'
Nahrungsergdnzungsmitt

i

\_ J
4 N
San pham: BIOCYST

Thanh phan: ACTRISAVE™, Cystine, Vitamin E, Zinc,
o Biotin, Vitamin B6, Arginine

Dang bao ché: vién nén

Cong dung: Phat trién tdc va mong

QOnbecQ=

\_ J
Tai liéu tham khao:
1. Tailiéu tir NSX BIONAP
2. https://link.springer.com/article/10.1186/s12889-026-26258-y DS. Hoang Thj Vén Anh
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GLYCEROL MONOCAPRYLOCAPRATE
ndng tam chat lwong san phdam
voi sinh kha dung vuwot troi

CAPMUL MCM® EP/NF
NSX ABITEC/ MY

Nganh bdo ché dwoc phdm tir Idu dé phdi vat 16n vdi nat that trong vén dé
sinh khd dung. Hon 40% nhitng hoat chdt tiém ndng mdi va
khodng 60% hoat chéat dang cd trén thj trirong thudc phén loagi sinh dwoc hoc
nhém I1/IVL, bi dnh huéng béi dé hoa tan trong nudc kém, khé ndng hép thu
khéng én dinh va két qué diéu tri kém hiéu quad.

Cdc chién thudt hoa tan truyén théng nhuw cyclodextrin, polymer hodic
vi phén héa thwong gdp khé khén: liéu lwong st dung cao, nguy co
gy déc tinh, dnh hwéng dén dé én dinh hodc khéng ddp tng duoc
cdc diéu kién sinh hoc nhuw pha loéng trong da day. Capmul® MCM (glyceryl
monocaprylocaprate) EP/NF — monoglyceride mang tinh cdch mang cua
ABITEC — d& phd v& nhitng rao cdn nay.

Bai viét nay trinh bay céu chuyén ldm thé nao ma san phdm dét phd ndy bién
cdc hop chdt "khé bao ché thuéc" thanh nhitng thanh céng thwong mai,
gidm thiéu rui ro phdt trién va ddy nhanh suw théng tri thi trrong.

. GIO1 THIEU VE CAPMUL® MCM?2

Capmul® MCM |3 hdn hop monoglyceride dwgc chung cat theo cong nghé
ddc quyén clha ABITEC tir glycerol este hda véi axit béo caprylic
(C8, 50 — 90%) va capric (C10, 10 — 50%), véi két qua 1a hon hop cla
monoacylglycerol v&i ty 1é 45 — 75%. Nguyén liéu cé chi sé axit va chi so
peroxide cyc thap (kiém soat lan lwot & mirc <3 mg KOH/g va <1 mEqg/kg)
dadm bao d6 6n dinh dic biét, déng thoi tuln thd day dd quy dinh theo cac
duoc dién hang dau hién hanh.

Tang kha nang hap thu va thdm qua mang té bao.

inh thap trén cac dong té bao quan trong nhuw Caco-2 va MDCK.

. Giai phap nhan sach, bén virng va khéng gay di (rng.
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GLYCEROL MONOCAPRYLOCAPRATE
® A p 2
CAPMUL MCM™ EP/NF nang tam chat lwong san pham

NSX ABITEC/ MY véi sinh kha dung vt trji

Il. NGHIEN CU'U THU'C NGHIEM TAC DUNG CUA CAPMUL® EP/NF

1. Tang cwong sinh kha dung cho cac hormones?

Ty 1& can bang cla cac mono va diglyceride cla cac acid béo C8 va C10 trong
Capmul® EP/NF gitip né déng nhiéu vai tro khac nhau, vira 13 chat tro tan,
chat nhii héa va gitp né tré thanh lua chon tuyét hdo cho vai trod gida mang cho
cac hoat chat goc dau nhom hormone nhuw estrogen va progesterone.
Trong nghién ciru duoc thuwc hién, Capmul® EP/NF doéng vai tro la
gia mang chinh giup cai thién d6 hoa tan in vitro va sinh kha dung in vivo cla
hoat chat khi so sanh v&i thudc déi chi€u Prometrium®.

Progesterone Dissolution

Summary of Primary Pharmacokinetic Profile of Test Produet (T)
100 versus Reference Product (R) for Progesterone {Corrected)
Arithmetic Mean + Standard
H 80 Geometric Mean® Deviation
3
260 Test  Reference Test Reference
§ Phamacokinetic Product  Product Product Product
240 Parmmeter (T) R) {T) (R}
. C 47.0 43.0 BL.O £ B8 117.7 = 1737
Progesterone/Estradiol softgel capsule ray
2| /7 S Lotan 0l 0 SOTECARSUE AUC,, 107.6 978 16391365 1911 =241.7
— & — Prometrium Lot# 501090 AUC, . 110.7 110.0 173.5 £ 143.0  207.1 £ 2503

0 10 20 30 40 50 60 70

Time (Minutes)

Két qua thwc nghiém chirng minh hiéu qua cta
Capmul® MCM trong vai tro gia mang hoat chat

K&t qua cho thay, cidc cong thic s&r dung Capmul® EP/NF cao hon cho thay
dd tan cao hon clia hoat chat so vdi khi hoa tan trong cac dung méi dau
thong thuong.

Ngoai ra, khd nang cdi thién dé hap thu hoat chat cia Capmul® EP/NF cho
phép thiét ké liéu thdp hon clha hoat chat, tir do gitp gidm hodc
t6i thi€u héa cac tac dung phu cda sdn pham.
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GLYCEROL MONOCAPRYLOCAPRATE
ndng tam chat lwong san phdam
voi sinh kha dung vuwot troi

CAPMUL MCM® EP/NF
NSX ABITEC/ MY

2. Cai thién kha nang hap thu duwdng uéng cua hoat chat ung thu 4

Oxaliplatin, mdc du la mot hoat chat tan t6t trong nudc, cé kha nang hap thu
qua duong uéng kém do tinh thdm qua mang rudt thap, do dé han ché viéc
st dung cic ch& pham dung dudng uéng.

Trong nghién ctru duoc trich dan, Capmul® EP/NF ddéng vai tro 1a thanh phan
chinh tao nén hé nhii twong nano w/o/w gilp tdng khd nang hip thu cda
Oxaliplatin qua dudong udng.

2

7 el Oaliphatin (10 my ky’, oraly _ ) 251
e ORAEpIALIG NARGEUIEION B (S, 10310 mg k', oral

| ONAIDEK {10 mg kg™ a5 cxaliplatin oral)

" e OXAIDEK nancemulsion B (5,,,, 11 {10 mg kg *as oxaliplatin, oral)

T —%— Owaliplatin{$ makg ™, intravencus)

@
@

204 |

g.

54|

18

o
-
b

S i w T

Plasma concentration of platinum fug mL™)
boy

Plasta cancentration of platinum (pgfmL)

1 . N
sl . s . *

Time (b} . . . Time {h}

So sanh néng dd trong huyét twong va thei gian lwu

trong co thé ctia Oxaliplatin dwérng udng va dwdng tiém

K&t qua cho thay, hé phan phdi thuéc dang nhil twong nano w/o/w cla
Oxaliplatin s&r dung Capmul® EP/NF cho kha ning hap thu cao hon cla
hoat chat so vdi cac phuong phdp bao ché truyén théng nhd vao khad niang
cai thién tinh tham cha hoat chat qua mang té bao va giam viéc day nguoc
thudc qua kénh bom day thudc P-glycoprotein (P-gp efflux).
Thém vao dé, cau tric nhii twong nano w/o/w ciing cho phép tang thoi gian
ton tai cha thudc trong huyét tuwong, goi vy kha ndng thiét tdi wu hoda
litu dung ctua hoat chat nham giam thiéu cic tic dung phu déi véi
bénh nhan diéu tri ung thu.
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GLYCEROL MONOCAPRYLOCAPRATE
ndng tam chat lwong san phdam
voi sinh kha dung vuot troi

CAPMUL MCM® EP/NF
NSX ABITEC/ MY

Il. SAN PHAM THAM KHAO TREN TH] TRUONG 5

— —— VIEN NANG MEM AVODART — NSX GSK (UK)

= - Hoat chat: Dutasteride 0.5 mg
Avodart ™ 0.5mg - T4 duwogc: Mono-di-glycerides of Caprylic/Capric Acid
Dutasteride - (CAPMUL® MCM), Butylated Hydroxytoluene, Gelatin
(BSE-Free Bovine Sources), Glycerin, Ferric Oxide Yellow

30 soft caps'l’?‘
Each soft capsule contains

dutasteride 0.5 Mg,

g_s/k GlaxoSmithKline

VIEN NANG MEM LYNKUET — NSX BAYER

- Hoat chat: Elinzanetant 60 mg : .
- Ta duwgc: All-rac-a-tocopherol, Caprylocaproyl »Lynkuet | )

(elinzanetant) capsules

Macrogolglycerides, Ferric Oxide Red, Ferric Oxide
Yellow, Gelatin, Glycerol Monocaprylocaprate
(CAPMUL® MCM), Glycerol Mono-Oleate,
Pharmaceutical Grade Printing Ink, Polysorbate 80,
Sorbitol Special-glycerin, Titanium Dioxide

_— ,
< > @ VIEN NANG MEM APTIVUS® — NSX BOEHRINGER
' INGELHEIM

- Hoat chat: Tipranavir 250 mg

AptiVu se

A - Ta duwogc: Mono/Diglycerides of Caprylic/ Capric Acid

FEAILRETRRE

Zachte ~ (CAPMUL® MCM), Macrogolglycerol Ricinoleate,
gf?:ﬁé ~apsules Ethanol, Propylene Glycol, Purified Water, Trometamol,
:::S“':‘ (B 22chte capsuies &@gw Propyl Gallate, Gelatin, Red Iron Oxide (E172),
capsules ﬂ‘m

- " Propylene Glycol, Purified Water, Sorbitol Sorbitan,

B e QBOehrm ger /J\Titanium Dioxide (E171)

Ingelheim,
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HEALTHCARE u

GLYCEROL MONOCAPRYLOCAPRATE
nang tam chat lwong san pham

NSX ABITEC/ MY véi sinh kha dung vt trji

FORMULATION

EXCIPIENTS

GIO1 THIEU VE NHA SAN XUAT ABITEC

ABITEC/ My |a nha phat trién va nha san xuat td duoc goc lipid chirc ndng
tiéu chuan Dugc vdi hon 50 nam kinh nghiém, duoc ng dung da dang nhu:
cai thién sinh kha dung cta APIl, dung trong hé phdng thich kéo dai,
che mui vi, chéng am, bdi tron, dinh trong dap vién.

ABITEC/ My d3 phan phéi toan ciu vdi nguén cung &rng 6n dinh, nha may cé
day d0 bd hd so 1SO 9001, 1SO 14001, FSSC 22000...va tuan theo huéng din
cla cGMP, IPEC.

CAPRYLIC
(QUALITY

p—
—l
——
[= =
[ =
=T
[ . ]

QUALITY
0' H A DRUG

= DELIVERY JUBLUIANEUUO € quaimy

MONOGLYCERIDES

Tai liéu tham khao

il

U g ORI

Daniel J. Price, “The Developability Classification System (DCS): Enabling an Optimized Approach for Formulation of Poorly
Soluble Molecules,” Merck Millipore (MilliporeSigma) white paper

Tai liéu NSX Abitec.

US 2014/0094.441 Al

US 2021/0290586 Al

https://www.ema.europa.eu/en/medicines Ths. DS. Nguyén Hitu Phuc
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Vitamin K2 MK-7 (menaquinone-7) |13 dang vitamin K2 cé chudi
isoprenoid dai, sinh kha dung cao va thoi gian ban huay dai (khoang 72 gio).
Nhd d6, MK-7 duy tri nédng dd 6n dinh trong huyét tuwong va phat huy
hiéu qua sinh hoc vuot trdi so vdi cac dang vitamin K khac.

Vitamin K2 MK-7 déng vai trd co-enzyme ki€ém soat huéng di cia canxi nho

khad ndng carboxyl hdéa cac protein phu thudc vitamin K, cu thé:

v' DAau tién, vitamin K2 MK-7 hoat héa Osteocalcin — hormone quan trong
gilp gan canxi vao xuwong, tr do gilp tdng mat dd khoang xwong va
cai thién chat lwong xuong.

v' Song song d¢, vitamin K2 MK-7 kich hoat Matrix Gla Protein (MGP) vdi
kha ndng (rc ché& lang dong canxi trong mach mau, gitp gidm nguy co
vOi hda thanh mach va xo vira déng mach.

(=] o °

& k Ca Ca “@
© : S
E— © ) I oS
mGP ) osteocalcin
Rudt non Mach mau Mach mau Xuong duoc
thong thoang bo sung canxi
B < —y
E
Mach mau bi Xwong thigu canxi
voi hda

Hinh 1. Vai tro cGia vitamin K2 trong co’ thé

Vitamin K2 MK-7 chd yéu cé mat trong thwc phdm 1&n men, cao nhat 13 &
natto (ddu nanh |én men cba Nhat Ban) va xép sau la phé mai.
Trong khdu phan dn truyén théng cla ngudi Viét thiéu hut cdc thyc pham
giau vitamin K2 MK-7 nay, do dé duwogc khuyén nghi chd y bd sung qua
cac sdn pham dinh dudng nhu stta céng thirc va thuc phdm chire ndng.
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Viéc phé bién vitamin K2-MK7 dén ngudi dan qua nguén thuc phdm con gap
nhiéu th{r thach, chi yéu 13 rdi ro vé dd 6n dinh do ban chat vitamin.

Trudc hét, d6 6n dinh cia MK-7 1& mét thach thirc nghiém trong trong qud
trinh bdo quan va ché bién. Phan tlr MK-7 ¢ ciu tric vdi nhiéu lién két doi
lién hop, khién nd cuc ky nhay cdm véi cc tdc nhan oxy héa méi trwong. Khi
ti€p xUc véi anh sang, dic biét 1a tia UV, MK-7 dé dang bi quang phan huy,
mat di hoat tinh sinh hoc. Twong tu, sy hién dién cGa oxy trong khéng khi
thic day cic phan *ng oxy hda tu do, lam bién d6i ciu tric phan t&r va
gidm ham luong hoat chat. Bac biét khi ti€p xuic vdi cdc khodng chat cd tinh
kiem nhw canxi va magié—nhirng dudng chat thuong duwoc két hop cung
vitamin K2 trong cic céng thirc dinh duwdng cho xwong, méi trudng kiém
xuc tac cac phan *ng phan hdy hydro héa, lam mat hoat tinh sinh hoc cla
MK-7, gidam ddng ké hiéu qua sdn pham trong thoi gian bado quan

Van dé vé doé tinh khiét isomer hinh hoc la mét han ché quan trong khac.
Do cau truc véi 9 lién két dbi trong chudi isoprenoid, MK-7 ton tai 2 dang
déng phan hinh hoc cis va trans.

[e] TRANS form of MK7

Trong tw nhién, MK-7 chi & dang all-trans,
la cdu hinh ma cac enzyme trong co thé cé
I I thé nhan dién va s dung hiéu qua. Tuy

nhién, trong quy trinh téng hop héa hoc,
viéc kiém sodt hoan toan cau hinh la cuc
ky khé khan va ton kém. Két qua la san
pham tong hop thuwdng chira 30-70% dang
cis, ¢6 hinh dang phéan t& cong vénh khong
Hinh 2. C3u tric cis & trans cia MK7  phu hgp vdi vi tri hoat dong cla enzyme.
Tham chi, dang cis con cé thé canh tranh v&i dang trans tai céc vi tri lién két
enzyme, lam gidm hiéu qud téng thé cta sdn pham. Viéc tinh ché dé tich
rieng dang all-trans doi hoi cac ki thuat sac ky phirc tap va chi phi cao, khién
nhiéu nha san xuat chap nhan san pham hdn hop véi d6 tinh khiét thap hon
dé duy tri gid thanh canh tranh.

€IS form of MKT [not found in nature)
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Trong nhiéu phwong phap téng hop hda hoc, n-hexane thudng duoc st dung
lam mdi treong phan (rng va chiét xuat do kha nang hoa tan t6t cac hop chat
ua béo nhu MK-7.

Tuy nhién, hexane la moét dung moi doc, %
c6 khd nidng gdy tén thuong than kinh

ngoai bién khi ti€p xdc man tinh, va duoc
phan loai 13 chat gay 6 nhiém khéng khi nguy hai. HEXANE

M6t han ché 1én trong rng dung thwc pham 13 tinh chat wva béo (lipophilic)
cao clta MK-7. MK-7 hau nhu khéng tan trong nwéc va cic dung mdi
phan cuc. Pic tinh nay tao ra nhitng khé khan khi c6 gang b6 sung MK-7 vao
cdc san pham thuc pham phd bién nhu sita, nudc yén hodc cic sdn pham
dang 16ng khac. Vitamin khéng thé phan tan ddng nhat va dé tach I6p
anh hudng tiéu cuc dén cdm quan sdn phdm va dé déng nhat vé lidu lvong.
Hon nita, sinh kha dung clia MK-7 ciling bi anh hudng béi ma tran thuc pham;
trong méi trudng thi€u chat béo, kha ndng hap thu qua niém mac rudt giam
dang ké, lam gidm hiéu qua dinh duéng cta sdn pham bd sung.

O Ban t|n ky thuat [an nay, xin gidi thiéu Quy Ddc Gia nguyén liéu
— la ngudn vitamin K2-MK7 ty nhién két hop cdng nghé UltraShield
va AquaSoIvation cho cac tinh chat wu viét. ®

1. ® . Qui trinh Ién men tir nguén vitamin K2 chat lwong

‘ v" Nguyén liéu dau vao: Puoc |én men tir ddu nanh natto nho
& == i husn Bacillus subtilis natto (cé bang sang ché va dwoc FDA

& f"‘“" ? ~ . . 7
i cong nhan la GRAS), ® |a san pham vitamin K2-MK7 c6
- 4 ’ PN ? ’ s ? \ . 2
%‘-ﬁ cau truc phan tu chinh xac ¢ dang trans va sinh kha dung cao
% d3 duoc chirng minh qua nhiéu nghién ctru |am sang.
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2. ® . Cong nghé UltraShield cho d6 bén vuot tri

Cong nghé UltraShield Protection cua ® duoc phat trién dya trén
20 ndam kinh nghiém nghién ctu, s&t dung phwong phap vi bao da I6p dé
bao vé va duy tri >90% hoat tinh sinh hoc sau thoi gian bao quan.

Anh hién vi dién t& truyén qua (TEM) cho thay rd
cau tric I&p bao vé nay, ngan cach hoan toan MK-7
khéi ti€p xuc truc tiép vai cac khoang chat kiém
trong cong thurc.

MK-7 duoc bao vé hoan hao, duy tri do
6n dinh cao trong cdc céng thic phic tap chira
nhiéu khodng chat, ddm bdo nguoi dung nhan
duwoc day dd ham lwgng vitamin K2 hoat tinh nhw

Hinh 3. Anh TEM cla cong bé trén nhan san pham trong suét thoi gian

hat © str dung.

v Thi nghiém vé d6 6n dinh cla ® - Trong cOng thirc dang bét:
Trong nghién ctru ndi bo, ® duy tri gan 100% ham luvgng MK-7 ban dau
sau 6 thang bdo qudn & nhiét dd 40°C khi phdi hop vdi canxi carbonate
(CaCO03), canxi citrate (Ca Cit), va magie oxide (MgO). D6 6n dinh nay 1a két qua
clia cong nghé UltraShield Protection.
Nguoc lai, cdc san pham MK-7 tir d6i thd
canh tranh tai Na Uy va Trung Quéc cho
thdy su suy gidm dang k&, xudng con
dudi 40% vé ham lwgng hoat chat sau
6 thang.

Protected layer

D6 6n dinh (%) CaCOs ® CaCit ®MgO

100

CAHChina) CaCO3 «CaCit «MgO
50 4 BAKNorway) CaCO3 «CaCit «~MgO l ¢

01 3 6 01 3 86 01 3 6 0136 0136 0136 0136 0136 01386

Thoi gian (thang)

Hinh 4. D6 6n dinh clha ® v&i Hinh 5. D6 6n dinh MK-7 cta doi tha véi
sw c6 mat cha khoang chat (dang bot) sw c6 mat chia khoang chat (dang bot)
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v Thi nghiém vé d6 6n dinh cla ® - Trong céng thirc dang 1dng:

Trong th&t nghiém d6 6n dinh khac, GFT's MK-7 ( ®) dat ty lé git lai
94% sau 6 thang & diéu kién gia toc, dich 1&dng giau canxi — mot thanh tich vuot
troi so vdi cac déi tha canh tranh.

o0 s . Cu thég, ® cho két qua vuot
< ol xa cac san pham khac trén thi
| trwong: Cong ty A (35%), Cong ty B
S o (32%), Cong ty C (88%), Cobng ty D
= - (6%), va Cong ty E (12%).

2 ¢ *Dir liéu duoc xdc thuc bdi cdc nha

Wl - l san xudt OEM hang dédu Han Quéc,

N ) Zéngty ) khdng dinh ® la lwa chon

Hinh 6. Ty 1& bao toan vitamin K2-MK& téi wu cho cdc cbng thirc dang Iong

cla ® so v&i ddi thu (dangléng)  yéu cdu dé én dinh cao.

Do 6n dinh vuot trdi ndy ddm bdo viéc bao toan hoat chat trong qud trinh
bao quan dai han, mang lai gidi phap dang tin cdy cho Quy Khach Hang cho
cong tac nghién clru phat trién thuc pham chat lwgng cao.

v Nghién cttu chirng minh hiéu qud sinh kha dung ctia cdng nghé UltraShield:
Thiét ké:

*  D4itwong: 23 ngudi trwdng thanh khde manh (d6 tudi 20 — 29).

* Liéu thir nghiém: 1 vién nang chira 420 mcg Vitamin K2.

* Chisd danh gid: Nong d6 MK-7 trong huyét twong sau 72 gio.

3.5

294%

: Két qua:
) 200 e AUC: UltraShield cao hon 294%
e 20% + so v&i dang bot sau 72 gio

1

0.5

E: « C max: Tang 206% cho th3y kh3
T max nang hap thu téi da vuot troi
* T max: Nhanh hon 20%, dam
bao hiéu qua nhanh chéng.

0

W Powder type
Vitamin K2

® Ultrashild
Vitamin K2

36.216 1.474 28.182

106.407 3.038 25

W Powder type m Ultrashild
Vitamin K2 Vitamin K2

Hinh 7. D6 6n dinh clGa ® v&i sw c6 mat cta khoang chat
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3. ® . Cédng nghé chiét xuat tw nhién va cho dé tinh khiét cao
Trong khi phuong phéap téng hop héa hoc s dung dung mdi ddc hai nhu
n-hexane, cong nghé san xuat ® |én men ty nhién *ng dung ky thuat
chiét xuat hién dai v&i carbon dioxide & trang thai siéu téi han.
oo i .
:{éf‘)z |
Oo o

Hinh 8. Cong nghé chiét xuat bang CO, siéu t&i han

Carbon dioxide siéu tdi han duoc tao ra khi CO, dat nhiét do va ap suat
vuot diém tédi han (31.1°C va 73.8 bar), cé kha nang hoa tan tuyét déi cic
hop chat wa béo nhu MK-7. Uu diém néi bat la tinh chon loc cao, chiét xuat
chinh xac MK-7 tir sinh kh&i Bacillus subtilis natto ma khéng kéo theo
tap chat. Quan trong hon, sau chiét xuat, CO, dé dang loai bd hoan toan bang
cach gidm ap suat, khong dé lai ddu vét dung méi—khac phuc hoan toan
van dé du luvgng hexane doc hai trong quy trinh téng hop. Céng nghé nay
hoat dong & nhiét d6 thap, bao vé ciu tric phan tir MK-7 khdi phan hidy nhiét
va oxy hda, déng thoi duy tri ciu hinh all-trans tu nhién.

2 2
80 . 80 -
T -MK7
7 MediQ7 Trans-MK7 “1 CompetitorA o
40 404
Cis-MK7
20 Cis-MKT 204
) -
o min 0 o o o O O min
5 0 15 2 3 5 10 5 ) 5
Hinh 9. Két qua HPLC chirng minh dd tinh khiét ctia ®
Phan tich sac ky cho thay ® ¢ dinh trans-MK7 rd rang, sic nét va

tap cis-MK7 t8i thiéu, vuot trdi so véi cdc san pham MK-7 thong thudng trén
thi trwong.

San pham cé do tinh khiét cao (99.9% trans), an toan tuyét déi va
than thién méi truwong.
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4, ® . Cong nghé AquasSolvation cai thién do hoa tan
® Vitamin K2 MK-7 &ng dung cong nghé AquaSolvation, cho phép
hoa tan nhanh va déng nhat trong mdi trwdng nudc chi trong vai giay,
tao dung dich trong suét va én dinh.
Bang 1. D tan cula ® v&i cac ham lwong khac nhau

Ham lwong ® (mg/100ml) 12,5 25 50 100 150 500

Do tan trong nudc

Nho d6 tan trong nuwdc vuot troi, ® m& rong dang k& pham vi
&ng dung clha vitamin K2 MK-7 sang cic céng thic nén nudc, bao gbm
dd uéng RTD, sita va san pham UHT, gummy, jelly, gel, bét hoa tan, cling nhu
cac dang bao ché ran nhu vién nén va vién nang.

Céng nghé nay dadm bao kha nang phan tan déng déu hoat chat &
nhiéu m&c ham lwgng khac nhau, tir thdp dén cao, déng thoi duy tri
tinh 6n dinh va kha ndng tuong thich cong thirc, dap (rng linh hoat nhu ciu
phat trién sdn pham thuc phdm b6 sung va thuc phadm chirc ndng hién dai.

®
Bang 2. Cac dong san pham ®
MEDIOQ7® Nong do (ppm) Dang Ung dung
2000PD 2000 Bot, tiéu chuan Stra bot
Sira UHT, sira cong
22%%%“3: 2000 BoOt, vi bao thirc pha san, sita chua
D6 udng RTD, keo déo
4500L0 4500 Dau long Vién gel mém

(chat mang: dau olive)
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IV. MEDIO7® - CAC SAN PHAM THANH CONaG

Maeil Kids Boost Curewell YumGru
Sita bot cho tré trén 1tudi  Thuwe phém dinh dwéng y hoc Keo déo béng sung
Cong ty: Maeil Dairy ddu tiéu trng dung Vitamin K2 Canxi & Vitamin K2
Thi trudng: Han Quéc Cong ty: Hyundai Pharmaceutical Cong ty: CJ Wellcare
Thi trudng: Han Quéc Thi trwdng: Han Quéc

V. DOI NET VE NHA SAN XUAT

GF Fermentech |a mot nha san xuat hang dau tai Han Qudc chuyén phat trién
va cung cap nguyén liéu hoat chat sinh hoc chat lwgng cao cho thj truong
toan cau. V&i hon 25 ndm kinh nghiém nghién ciru va phat trién trong céc
cong nghé vi sinh, 1én men, tinh ché va cong thirc hda, GF Fermentech thanh
cong dan dau san xuat va cung ng nguyén liéu Vitamin K2 MK-7 tu nhién —
mediQ7®. Sdn pham dat duoc cadc chirng nhan quéc t& nhw USP, Novel Food
(EFSA), GRAS, I1SO 9001, ISO 22000, Halal, Kosher, Vegan va khong GMO.

GF FERMENTEEHw. -
3 EENDFDBﬁUS I:EMFANL"_\' b — P _;l 2

KS. Pham Thuay Dwong
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DOCUSATE SODIUM Giai phap ta dwoc dién hoat anion cdi thién

Nha sin xuét Cytec/ M§ d¢ hoa tan cho cdc hoat chit kém tan

THACH THU'C BAO CHE CUA CAC HOAT CHAT (AP1) MO

Phat trién APl mdi la qud trinh dai va tén kém, nén can gidm thiéu cac rui ro
c6 thé can trd kha nang thuwong mai hoa. ‘
Hién nay, cac phwong phap sang loc API | .
hiéu n3ng cao va nham dich tac déng SHGh OB ] | Low oy
thuong tao ra nhiéu APl c6 d6 tan "

trong nwdc thap.
D3y |3 thach thirc I&n d6i vai phat trién s
coéng thirc va hiéu qua hap thu cla Lwvget sy
thudc. Dua trén dd tan va dd tham, | -
hé théng BCS phan loai APl thanh

4 nhédm chinh (H)nh 1)‘ Hinh 1. Hé théng phé[\ loai ,BCS phan loai cac
API theo kha ndng thdm thau va d6 hoa tan

Permeability

low

Solubility

Phan b6 cac APl da Phan bd cdc API trong
duoc thuwong mai hoa giai doan phat trién
60-70%

1 I umr I 1 nom W
BCS Class
Hinh 2. Cac loai thudc da duoc dua ra thj trwdng va cac hoat chat dugc pham
dang trong qua trinh nghién ctru, duoc phan loai theo BCS.
Khoang 30 — 40% t6ng sé thuéc dang luu hanh trén thj trwong cd dé hoa tan

thap (loai Il va IV clia BCS).

Pong thoi, 70 — 90% s6 thudc dang duoc phat trién hién nay kho tan, can co
cac chién lwgc méi dé khac phuc thach thirc nayl.

~_ Trong bdi canh d¢, viéc lwa chon mét ta dugc dién hoat phu hop tré thanh

" y&u t6 quan trong dé cai thién tinh tham va hod tro hoa tan cho API kém tan.

asiashine@asia-shine.com.vn 25 \‘\ 1900252546



BAN TIN KY THUAT o

www.asia-shine.com.vn

HEALTHCARE =

DOCUSATE SODIUM Giai phap ta dwoc dién hoat anion cdi thién

Nha sin xuét Cytec/ M§ d¢ hoa tan cho cdc hoat chit kém tan

Gay tham |a budc then chét giip mdi trwdng hoa tan thdm nhap vao vién,
thuc day rd va ho tro hoa tan APl. Cic cong thirc bao ché cd thém
cac tdc nhan/ yéu td giup gay tham uwét sé& dé dat dd hoa tan hon.

Lam u':yt Gay tham Qua Ntrmh Qua tru~1h Qu‘a trinh
LELCEL] ra tanra hoa tan

Khoang th&i gian vién MB6i trwang hoa tan bat Qua trinh vién nén ra Qua trinh vién nén ti€p tuc  Qua trinh hoa tan va tic nghén
nén khéng cé sy thay déi dau tham nhép vao bén thanh hat cédm/ phantlr  rd va cém ra thanh nhirng béi cac bot khi va mot sé vat
vé hinh thirc trong vién nhé ciu thanh hat nhé hon liéu khéng tan
Viénnén Qua trinh vién rd thanh hat Qué trinh ra thanh
cém/phan tlir nho nhirng hat min

Hinh 3. Cac buwdc hoa tan mot vién nén

DOCUSATE SODIUM - CHAT TRO' TAN, GAY THAM MANH NHAT THE GIO1 HIEN NAY

— U'U DIEM
. ¥ Tang hoa tan APl ky nuwdc nho khad nang
o) o Pau wa nwoc A » " ., N S N
. phan cye gay tham tot, giup mobi trwong hoa tan

tham nhap nhanh hon
N v' Péng vai tro nhu tad duoc rd ndi trong vién nén
Puoi ky, . ~ , ., ~ A ~
e tao tur hat com I&n, gidp com phan ra nhanh
thanh cac tiéu phan nho hon

Hiéu qua & ty 1é sir dung rat thap nho néng do
micelle t&i han thap
sulfosuccinate Dioctyl sodium [t twong ky, do an toan cao, ké ca & lieu dung
sulfosuccinate (DOSS or DSS) S

cao nhu 300 mg/ngay

Docusate sodium (USP, Ph.Eur., and
BP) Sodium 1,4-bis(2-ethylhexyl)

Hinh 4. Cau tric phan tlr dic biét v
cta Docusate Sodium It tao bot

Docusate Sodium dugc &rng dung cho nhiéu quy trinh khac nhau:

&

Hon dich
micro/nano

Hé phan tan ran
(Phun sdy/ ép dun néng chay)

X4t hat wét Dap truc tiép
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DOCUSATE SODIUM Giai phap ta dwoc dién hoat anion cdi thién

Nha sin xuét Cytec/ M§ d¢ hoa tan cho cdc hoat chit kém tan

KHA NANG GAY THAM CUA DOCUSATE SODIUM, TU NHA SAN XUAT CYTEC/ MY
DU'OC PANH GIA QUA HAI PHUONG PHAP :
Do gdc tiép xic bang phwong phap giot lIdng treo  Géc tiép xtic do bang phwong phap Washburn

sleeve

T Absorption of liquid

Giot nwdc trén Dung dich 0.1%
bé mat APl Docusate trén bé
' mét API

v/ Dya trén hoat doéng cia mao quan dé do do

v' Dung dich chtra 0,1% Docusate Sodium c6 thdm wat cla hoat chat dang bot hodc chat ran
gbc tiép xtc nhd hon trén bé mat hoat chat cau tric x8p

v Khi chat 1dng hap thu vao 1&p bdt, su hap thu
khéi lwvgng theo thoi gian duwoc do theo thoi

n DocusateGranular n Docusate100% n SLS

N Polysorbate 20 n Polysorbate 80 pHBuffer

o0 gian thuc bang may do luc cing
0 | Diéu kién pH 6.8 & rudt v Két qua gbc tiép xuc bang phuong  trinh
Y 7| Washburn
3
= -
& 0 Active Ingredient Cor‘l]centratlon,
b % (W/w)
o 50
‘0 Valsartan Surfactant 0.10% 0.25%
O a0 N
Ho | NN Docusate Sodium 46° 41°
30 | N
0 © | L o | Sodium lauryl sulfate 55° 52°
10l | ' Polysorbate 80 76° 73°
LogP=3.7-58 —
0! Vitamin E TPGS 84° 82°
Glipizide Naproxen Ritonavir Ibuprofen  Fenofibrate .
Fenofibrate Surfactant 0.10% 0.25%
a0 . E— 3 0 Docusate Sodium 38° 32°
o | Diéu kién pH 1.2 & da day m Vara _ : .
9 0\ Sodium laury! sulfate 46 43
7
@ LogP=5.2 Polysorbate 80 67° 64°
(8]
‘g 50 Vitamin E TPGS e 75°
‘5% 40 ltraconazole Surfactant 0.10% 0.25%
Eanf g O}\N/{/ D te Sodi 42° 36°
R 0 M ocusate Sodium
8 20 - CI@#}O_@_MUM_@_M\’A
. by Sodium lauryl sulfate 50° 47°
S
n | X = 70° 67°
Clipizide Naproxen Ritonavir Ibuprofen  Fenofibrate Ligle=is.s FeyEial
Vitamin E TPGS 80° 78°
Biéu d6 két qua goc ti€p xuc vdi céac APl khdc nhau - - -
Thir nghiém dugc thue hién trong dém pH 1,2 va pH 6,8 Bapg keE qua goc tiep _),(\uc VoI Caf: API khac’r_1hau
véi 0,750 gam APl va 0,1 % chat dién hoat Docusate Thr nghiém duwoc thye hién trong dém pH 1,2 véi
granular 1a dang hat (85%) 0,750 gam API

Trong th&r nghiém tinh thdm, DOCUSATE SODIUM c6 gdc ti€p xuc nhd hon

(so sanh trong pH khac nhau, va cac loai APl khac nhau)
= DOCUSATE SODIUM c6 kha ning giy tham uwét tot hon cac ta dwoc tro tan khéac
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Giai phap ta dwoc dién hoat anion cdi thién

do hoa tan cho cdc hoat chdit kém tan

NGHIEN CU’'U TU NHA SAN XUAT CYTEC/ MY

1. Xat hat wét véi VALSARTAN

Do hoa tan khi sir dung Docusate sodium cao hon

% Valsartan

MCC/PVP + 0o -
: : Docusate Sodium')
Weighing —
. MCC/PVP +
. . " Docusate Cranular™ g |
Granulation in high shear MCC/PVP
mixer 40 4
(Valsartan, Docusate®, Others) 56 o ,F?m‘“'”hmww";'4 &l
1000mL, 120 min Time
Wet SiEViI'Ig o T T T T T T T T T T T g
0 10 20 30 40 S50 60 70 80 90 100 110 120
lsﬂmalt + 100 - % Valsartan
Tray Drving Docusate Sodium
Isomalt
" 60
Blending
(Fillers, Lubricants, etc.) 40 A
USP Phosphate Buffer pH 6.8
20 4 use Il
CDI"I'IprESSiDI'I i THHOmE28imin Time
0 10 20 30 40 S50 60 70 80 S0 100 110 120

(1) Ngoai Valsartan, MCC, PVP, Isomalt va Docusate, cac ta dwgc khac la Magnesium Stearate, Talc va Crospovidone.
(2) Docusate sodium duoc sit dung & mirc 1mg madi vién (~ 0,45% w/w) va Docusate Granular & mrc 1,15mg mai vién

(3) Docusate sodium 100% duwgc hoa tan trong dung dich ta duoc dinh (Nwdc + PVP) truwdc, Docusate Granular dwoc
tron truc ti€p véi APl va MCC trudce khi trdn trong dich chira ta dugc dinh (Nwéc + PVP).

2. Xat hat wé't véi CANDESARTAN CILEXETIL

Hot Purified water +

. Lactose +
Docusate Sodium

Calcium
Carmellose +
HPC + Starch

Add API & Mix Blending

Filtration Pre-Blend

Granulation & Tableting

* Granulation * Lubrication (MgS)
* Blending

* Tableting

* Drying
e Calibration

Cong thurc:

Vién nén 130mg chra: Candesartan cilexetil 6.2%,
Calcium Carmellose 3.0%, Hydroxy- propylcellulose 3.5%,
Lactose Monohydrate 68.3%, Pre-Gel Maize Starch
16.7%, Sodium Docusate 1.0%, SLS 1,0%,
Magnesium stearate 0.3%

B hoa tan theo %

Str dung Docusate sodium lam tang téc d6 hoa tan

Ph. Eur. 2.9.3 va USP <711> - Method 2 (Paddle Apparatus)

Phosphate buffer pH 6.5 +0,35% Tween 20

17}
100 Cong thirc hoat
chat cb Docusate
........................................................... Cong thiic hoat chit
khing od Docusate
oo Thucdél chiduAtacand®

20

10

30 40 50 60

Str dung docusate sodium ting dé on dinh
Téng tap sau 0 va 15 ngay

Ham luong %

APL
[l Thudcddi chiéu Alaand®
) Cong thiic c6 Docusate

m Céng thiic khéng co Docusate

@ _ . .
asiashine@asia-shine.com.vn
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DOCUSATE SODIUM Giai phap ta dwoc dién hoat anion cdi thién

Nha sin xuét Cytec/ M§ d¢ hoa tan cho cdc hoat chit kém tan

NHA SAN XUAT CYTEC/ MY cung cap hai loai Docusate Sodium:
1. Docusate sodium - dang wax (100%) 2. Docusate granular - dang hat (85%)

Trong d6 Docusate granular & dang b6t chay tu do va khdng déi dang trong
qua trinh lwu trir

Docusate Granular

8 157,

s Sodium Docusate Hat hinh
Benzoate Granular cau kich
(G4 thude
mang) 100um

LO1 iCH CUA DOCUSATE GRANULAR

S&r dungva bado quan dé dang hon

Docusate Sodium c6 thé trd nén déng cirng trong qua trinh luu trlr va khé xir ly
hon trong khi Docusate Granular ludn gitr 6n dinh & dang hat chay tv do.

@

Tang tdc dd hoa tan

Téc dd tan cha Docusate Granular trong nwdc nhanh gdp déi Docusate Sodium
100% giGp rat ngan thdi gian san xuat, cling nhu thoi gian rd vién va téc dd hoa tan
cla hoat chat

Kha niang chay t6t hon

Docusate Granular cé thé hoat dong nhu td dugc hd tro tron chdy cho API
(ham lwgng phu hop) trong dap thang va déng nang, dic biét phu hgp véi vién sii
Puoc phé duyét vé phap ly

Docusate Granular dugc chap thuadn s dung trén toan cdu va cd trong
danh muc FDA Inactive Ingredient Database

Docusate sodium tir Cytec/ My dwo'c san xuat dwéi diéu kién tiéu chuan
cao nhat. Cam két chat lwong va ho tro ho so’ tét nhat.

Q @®

cGMP
San xuat vdi hé
théng thiét bi

HO tro phap ly

dé day nhanh
hoé so dang ky

duogcchap
thuan bdi FDA
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DOCUSATE SODIUM Giai phap ta dwoc dién hoat anion cdi thién

Nha sin xuét Cytec/ M§ d¢ hoa tan cho cdc hoat chit kém tan

SAN PHAM THUO'NG MAI TREN THI TRUONG

Khéng khuan
Vién nén BACTRIM™ DS (Abbott)

API: Sulfamethoxazole + trimethoprim
Ta duwgc: Docusate sodium 85%, Sodium benzoate 15%, Sodium starch glycolate,
Magnesium stearate, Pregelatinized starch

Vién nén Doxycycline Hyclate (Qpharma/ USA)

and Sodium benzoate, Magnesium stearate, MCC, FD&C Blue No. 2, FD&C
Yellow No. 6, Hypromellose, unspecified, Polyethylene glycol, Titanium

> o= MedStart™ &
B Doycycinetycae ~ wa—sww | APl: Doxycycline
= —_time(s) daily or s o . . . .
=§§§ T s * ™ e wm | Ta dugc: Silicon dioxide, Starch, Croscarmellose sodium, Docusate sodium
= 25§ for___days.

Rx Only

dioxide
Gidm dau — ha sét — khang viém
EFFERALGAN . ,
, Vién sui Efferalgan Effervescent (Upsa SAS/ Phap)

API: Paracetamol

T4 duoc: Anhydrous citric acid, Anhydrous Sodium carbonate, Sodium hydrogen
carbonate, Sorbitol, Sodium saccharin, Sodium docusate, Povidone, Sodium benzoate

o —  TE—————
Vién sui Stirlescent® 250 mg (Stirling Anglian Pharmaceuticals/ UK) e

API: Naproxen ‘ :
T4 dugec: Citric acid, Sodium hydrogen carbonate, Sodium carbonate Sodium cyclamate, E-G 3 ‘ \

[

i o

”w
Stirfescent 250 mg

Saccharin sodium, Sodium citrate, Povidone, Macrogol 6000, Mannitol (E421), fpos S L
Simeticone, Docusate sodium, Blackcurrant Flavour* *blackcurrant flavour contains ‘ o . @
benzyl alcohol and sorbitol (E420) E : ¢
N | '”“n..’! N V4 . ® . ~n Y r'd
| Vién nén Aponil® (Medochemie/ Cong hoa Sip)
B

AR - API: Nimesulide
. ), Ta duwoc: Lactose monohydrate, Cellulose microcrystalline, Docusate sodium,

\ Sodium starch glycolate, Hydroxypropyl cellulose, Hydrogenated vegetable oil,

Magnesium stearate
Gel LOPROX® (Aventis Pharma Deutschland GmbH/ Dirc) I
m;rox"(}el

API: CIC|0pIr0X (ciclopirox) 0.77%

Ta duwoc: Purified Water, Isopropyl Alcohol, Octyldodecanol, Dimethicone
Copolyol 190, Carbomer 980, Sodium Hydroxide, Docusate Sodium.

o

Thudc dat Kansalazine® (Altpharm/ Nga)
API: Mesalazine

T4 dugc: Hard fat Witepsol H-15 — 1680 mg, Docusate sodium — 2 mg,
Cetyl alcohol— 18 mg
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DOCUSATE SODIUM Giai phap ta dwoc dién hoat anion cdi thién

Nha sin xuét Cytec/ M§ d¢ hoa tan cho cdc hoat chit kém tan

SAN PHAM THU'O'NG MAI TREN THI TRUONG
Gel tri mun Epiduo 0.1%/ 2.5% (Galderma/ Phap)

API:
T4 duogc: Simulgel 600 PHA, Docusat natri, Edetat dinatri, Glycerol, Poloxamer 124,
B( e Propylen glycol, Purified water _ _
5
Gel Acnecide Face 5% (Galderma/ Phap) Acnecioe’

Face Wash
5%w/w Gel

API:

T4 duwgc: Docusate sodium, Disodium edetate, Poloxamer 182, Carbomer 940, Propylene
glycol, Acrylates copolymer or glycerol microsponge, Glycerol, Colloidal Anhydrous Silica,
Purified water, Sodium hydroxide to adjust the pH

Tim mach/ réi loan lipid mau
’ o Vién nén bao phim Lipanthyl® (Abbott)
upanur,g,a API:
Ta duoc: Sucrose - 145 mg, Natri lauryl sulfat - 10,2 mg, Lactose monohydrate - 132 mg,

Crospovidone - 75,5 mg, MCC - 84,28 mg, Silicon dioxide - 1,72 mg, HPMC - 29 mg,
Natri docusate - 2,9 mg, Magnesium stearate - 0,9 mg

Vién nén SPIRONOLACTONE TABLETS USP (Mutual Pharmaceutical/ My)
API:

T4 duoc: Anhydrous lactose, CSD, Crospovidone, Docusate sodium 85%/ Sodium benzoate 15%,
Entrapped peppermint flavor, Magnesium stearate, MCC, Sodium starch glycolate

Vién nén Tarka 180 mg/2 mg modified-release tablets (Abbott)

API:
V“P‘W,md’lp‘ Ta duwoc: MCC, Sodium alginate, Povidone, Maize starch, Lactose monohydrate,
180mg/2mg HPMC, Sodium stearyl fumarate, Magnesium stearate, HPC, PEG 400, PEG 6000, Talc,

Silica colloidal anhydrous, Docusate sodium, Titanium dioxide, Iron oxide red E172,
NOi tiét yellow E172, black E172

Vién nén Provera® (Pfizer)

l API:

T4 duwgc: MCC, Maize Starch, Byco C, Macrogol 400, Sodium starch glycollate,
Docusate sodium with Sodium benzoate (E211), Magnesium stearate, Isopropyl
alcohol, Purified water _ -

|0m9

10 Tadset
@ bister @ 10
30 Tablet ¢

Vién nén bao phim Propecia® (MSD) g _
: 1=
API: § Propecd
Ta duoc: Lactose, Microcrystalline cellulose E460, Pregelatinised maize starch, Sodium starch g mﬁ.,co-nd“““’
glycollate, Docusate sodium, Magnesium stearate E572, Hypromellose E464, Hydroxypropyl — & e
cellulose E463, Titanium dioxide, Talc, Yellow iron oxide E172, Red iron oxide E172 Ca‘*”::’ rl
R AR ¢ u‘sviw‘w
\ml}m:om 150mg J Vién nén NILANDRON® (Concordia/Advanz/ My)
L::Nhle!s | | | API: #0
Cha— €

\f T4 duoc: Corn starch, Lactose, Povidone, Docusate sodium, Magnesium stearate, Talc
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DOCUSATE SODIUM Giai phap ta dwoc dién hoat anion cdi thién
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SAN PHAM THUONG MAI TREN THI TRUONG

o Vién nén XANAX® (Pfizer)
API: Alprazolam
025 Mg AP l T4 duoc: Lactose, Microcrystalline cellulose, Colloidal anhydrous
silica, Maize starch, Magnesium stearate, Docusate sodium with
R sodium benzoate (E211)

Vién nén HALCIONZ® (Pfizer)

API: Triazolam [Pfizer] Halcion
Ta duogc: Cellulose, Corn starch, Docusate sodium with sodium %,agc?al:g e
benzoate, FD&C Blue No. 2, Lactose, Magnesium stearate, Silicon

dioxide

20 Tabletten ‘
Zum Einnehmen

Vién nén Phenobarbital tablet

(Hikma Pharmaceuticals USA Inc./ My)
API: Phenobarbital

T4 duogc: Anhydrous lactose, Silicon dioxide, Starch,
Corn, Docusate sodium, Lactose monohydrate,
Magnesium stearate, Cellulose, Microcrystalline, Sodium
starch glycolate type A potato

N

Each tablet c NDC 0143-1495-01 100 Tablets
Phﬁ obarbital \ USP15m
X Phenobarbltal (O]
acc ra- Tablets, U:
WARNING: May vmmmfo ming.

KEEP THIS AND ALL Distbuted by Hikma R only
MEDICATION OUT OF THE s USA Inc. o
RERCH OF CHILDREN. Boroley Hoights, W orv2  hikma.

w
o
~
o
1
>
0
w
]
o

nnnnnnnnnnnn

Vién nén Migril® (GSK)

APl: Ergotamine Tartrate 2mg, Cyclizine Hydrochloride 50mg, ‘ ,' : Migril
Caffeine Hydrate 100mg =

Ta duwoc: Lactose, Maize starch, Liquid glucose and Glucose, Amaranth, i :2,",{,‘,,2‘,&',‘,:?{“"“
Dioctyl sodium sulfosuccinate, Gelatin, Sodium metabisulfate, » pirect @c.,,osm.mm

Magnesium stearate

TAI LIEU THAM KHAO: DS. Pham Thi Hong Khdnh
1. Tai lidu NSX Cytec/ M§

2. Butler, JM and Dressman, The Developability Classification System: Application of
biopharmaceutics concepts to formulation development. JJ. Pharm. Sci. 2010; 99(12):
4940-54
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Chuyén dé Mo

HEALTHCARE =

Chuang téi xin chan thanh cdm on sy quan tdm cta Quy Pdc Gid déi vai
Ban Tin Ky Thuat Dwoc Pham cla Asia Shine (Anh Sang Chau A).

Chung t6i rat hoan nghénh sy déng gép chén

tinh cha Quy Pdc Gid dé san pham ngay cang (/M

hoan thién hon. Moi phan hoi xin gtti vé email W
asiashine@asia-shine.com.vn hoac hotline

1900252546.

CONG TY CO PHAN ANH SANG CHAU A . CALL US NOW!

Tru s& chinh: 338 Nguyén Trong Tuyén, P. Tan Son Hoa, TP. HCM 1900252546
Vin phong dai dién: 36 Hoang Cau, P. O Cho Dira, Ha Noi
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