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Products Incorporating ALZA's OR0OSe
Technology
< Alpress * LP {prazosin) >  once-daily

extended-release tablet sold in France for
the treatment of hypertension.

< Cardura® XL (doxazosin mesylate) >
sold in Germany for the treatment of
hypertension.

< Concerta® (methylphenidate HC1) CII>
once—daily extended-release tablet for
the of Attention Deficit
Hyperactivity Disorder (ADHD) in patients

treatment

age six and older.

< Covera-HS® (verapamil) > a
Controlled Extended
(COER-24 + system for the management of
hypertension and angina pectoris.

< Ditropan XL® (oxybutynin chloride) >
tablet the
of overactive
bladder characterized by symptoms of urge

Onset Release

extended-release for

once—a—day treatment

urinary incontinence, urgency and
frequency.
< DynaCirc CR®  (isradipine) >

once~daily extended-release tablet for
the treatment of hypertension.

< Efidac 24® >
over—the-counter extended-release tablet

(chlorpheniramine)

providing 24-hour relief from allergy



symptoms and nasal congestion.

< Glucotrol iLe (glipizide) >
extended-release tablet used as an adjunct
to diet for the control of hyperglycemia
in patients with non-insulin-dependent
diabetes,

< Sudafed® 24 Hour (pseudoephedrine) >
over-the-counter nasal decongestant for
24-hour relief of colds, sinusitis, hay
fever and other respiratory allergies.
< Procardia XLe (nifedipine) >
extended-release tablet for the treatment
of angina and hypertension.

<Voliax® (albutercl) > extended-release
tablet for relief of bronchospasm in
obstructive

patients with reversible

airway disease.
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VI B EERCEITS in
vivo & in vitro \Z33\T HEEHEEOFHEME
(IVIVC) SO EH)

(1) Guar Gum-Based Sustained Release
Diltiazem

S. A. Altaf, K. Yu, J. Parasrampuria, and D.

R. Friend
Pharm. Res., (1998)15, 1196-1201

EEFFO diltiazem #R Kkttt S 24 (Dilacor
XR) & guar gum % i\ 7 diltiazem #RAEHE
BEFI & OB E LT, HEROHBREEAIZ= A
bR BIERERR A X)) D3H DA, guar
gum WENCT AL TRAMT Y TED,
guar gum % A\ /e diltiazem $F (77 A)
PER L. xSt B b THEREREY
Ei, HHE--MEBRKE FO
*(1-exp(-t/d)b) D X T fitting L T shape
parameter b & scale parameter d FHEL
f-. guar gum OftiET (3#), WHlz > b
A, $T8EE. EHIOAS. BHERICEITD
SURLESERE . B X BB RTFROEL
R LT, b & dOFAREEBEDLNE
aotr, BIF4SFRORR S guar gum AV
FBA DK, B R OFEEICL D7k
HEOMMIEERT A2 LEIALND
diltiazem OBEHBENRD bhi, BHR
BRIAE D pH o fF L CEMEEI R LT
Hi. Dilacor XR DEFN L FARERIRND L
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niehoto, 3 HO guar gum R (L5 A,

B, C) oML Dilacor XR @
FREBERBETHY, B PIBWT 1% 3]
16-24 B % T, diltiazem O M FP i BE & HERF
L=, 4 A »&% Dilcore XR LV
diltiazem MHABET2 7 7 A VERL, &
#1 L7 guar gum % B\ 724875 B Tl F#RE
HEOBHREBMIEOSEBRFEBNEMLT
(2 & L TDIHER

of =
Diltiazem Formulations in Man by use of an

Optimization Sustained-release
In vitro/In. vive Correlation
K. Yu, M. Gebert, S. A. Altaf, D. Wong, and
D. R. Friend
J. Pharm. Pharmacol.(1998) 50, 845-850
BEEOMS TAMEICX > T Cnax #
DilacorXR - lrEt L 20% DEmMAi b -7z, 8
£ LEAEOBmHICENT DilacorXR 2 &Y
JEV Cmax % 5 % 5 MHIOBRH B, 45
Dtk D 4~6 B0 RE I MM HE R L
L. F0#ix DilacorXR 2B L T > <
D &R A BIK (fast-slow 47) . 247 E
ARRICE-S THRINEEZ B &5 RA
(slower release Z05) #{FR L7, EET
1L, Dilacor XR @ IVIVC i3 #iti—
BFREBHEO K NPV THEFD
guargum $7 (REX@MSE) Zb¥Fhic
Rirs, ki BET in vivo BBEHD 25%
~T5% O T, MF AKBIT HEHORNE
#8 Dilacor XR iz TR Z & PR
Xhi-, LD EE T, BEZ L IVIVC
6 F @ & 7= Cmax & AUC fEIE. R
FUEETOWTATHENShahPR
7 rA AL BRV—RERLTEY.
Dilacor XR TEH&hi7r7 7 AL b
< —HLTWE, BETBICERTTH
LIEF—FIZESNWT, 8 D BELTE
1350 diltiazem @ In vivo FiHiiE Dilacor
KR LEETHB I LBARENE, IVIVCIZ
AT LB/ T CO Cmax & AUC OEL%E
FRTAHECRATEL,
(3) Application of in wvitroin VIVO
correlation (IVIVC) in setting formulation
release specifications.
Nishit B. Modi, Andrew Lam, Elizabeth



Lindemulder, Bei Wang and Suneel K.
Gupta
Biopharm. Drug Dispos, (2000} 21,
321-326

Alza #0 7A— 7, B TRE LEE
FE# A7 A (OROS VAT L) KBTS
IVIVC Iz oW THRE L, @ ¥ 0B % kA
LRI E 6 h 5 KR E — R dh
76 2-compartment €7 /A THD PK /37 A
- A ERRE L IVIVC fEsLD 72 OROS
RO In vitro TOBEMBEHT 0 7 74
& Cmax & AUC OFRIEEHE L, -
PEEFRALERT T 4 7itBiT % Cmax
& AUC OFtEE & Of%E (Predictive Error,
PE) i 10%EANTH 0, Level A DARBIBASR
MKE& 57 (Internal validation), 2743
OROS BMFIOEGHM T a7 7 A MipbE
B L7 Cmax & AUC OFRIEIZSVWTS,
EROMIKT — 1% LT 10%ELTO PE %
& L7 (External validation),
(4) Predictive Ability of Level A In
Vitro-in Vivo Correlation for RingCap
Controlled-Release Acetoaminophen
Tablets
J. T. Dalton, A. B. Straughn, D. A.
Dickason, and G. P. Grandolfi
Pharm. Res. (2001) 18, 1729-1724

matrix tablet & RingCap banded matrix
tablet 0 2 FEDHRHKIERF O IVIVC FELE

BEgL L=, EFAEMHME LTI BCS @
class 1 Y CHLITEITI/ 7=x%H
Wi, BEOEHIORABIZEI - THLAL
PK /85 A —# —% B\ T matrix tablet {28
3 invive COBHTa 7 74 LV EFHEL.
invitroeDBEHR 7 7 7 A L DIVIVC 5

#£ L 7= ( [Fraction of absorption] =
[slopelx{Fraction of  dissolution] +

[intercept] ) . ¥& Hi#E & @ R 72 5 matrix
tablet * AW T IVIVC 26 PK /ST A—F —
FFRL., ZEOEET—F LAWTHI L
BT L7 (Internal walidation), Z @
IVIVC % f\ T RingCap tablet DEHT o
7 7 A NH26 RingCapitablet fRAKFO PK
G A—F— B, BERT—FPOEE
ENTPKAT A—# — L DEE (Predictive
Error) 2% 10%LANTHD Z L E2RBL

(External validation), YA LD LS L T,
2HEOEOHRBEBAFNZSVWT Level A @
IVIVC BREsr sz,

BCS % Biopharmaceutics Classification
System PBET, EHERFRFELAT L
EHRENR TV, AT L FRE (R
CESWEEPOSE AT AT, LTFD4
207 FACGREND, BOBRRAOA
Y R e EHOBRKREORRR, in vitro
~invivofBE (1 VIVC) ZTHRIT5H4%
ELTHERENRD,

100
- ! -~
3 K * zero order
@ 60 {0
3 G &
&’ 40 Higuchl . /'.'.
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20 e " pulse release
) L : | l l !
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Fig. 4 Release Patterns of Controlled Release Dosage Form
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