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Staphylococcus aureus
RE = 100 = 50 Pseudomonas aeruginosa
Escherichia coli
A = 100 = 50 Staphylococcus aureus
Candida albicans
HFEIXR/BAT| = 100 < 50 Staphylococeus aureus
Pseudomonas aeruginosa
1] = 1000 = 100 Not specified
S£OEEH) | £ 1000 | = 100 Escherichia coli
gO0CGER) | = 100 < 50 Escherichia coli
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{Oral-Solid)

V. pseudotuberciulosis

U HEL{BLMEEY (Target Limit) *
Aeromonas caviae, A. Aydrophila, A. sobria,
#0 - BN | Plesiomonas shigelloides, Shigella spp., Vibrio cholerae,

V. parahaemolyiticus, Yersinia entterocolitica &

0O - AR
{Oral-Solid)

Burkholderia cepacia, Serretia marcescens,

Aeromonas caviae, A. hydrophila, A. sobria, Ps. Aeruginosa,
FPlesiomonas shigelioides, Shigella spp., Vibrio cholerae,

V. parahaemolyiticus, Yersinia entterocolitica &

V pseudotuberculosis
%F{fﬁﬁ Burkholderia cepacia & Serretia marcescens
{Topical)
A Burkholderia cepacia, Serretia marcescens, Candida albicans,
(Vaginal) Staph. saphyticus, Klebsiella spp.,
Proteus spp. & Enterococcus spp.
EaH Aeromonas caviae, A. hydrophila, A. sobria,
(Rectal) Burkhalderia cepacia & Serretia marcescens
(El)tﬁf:) Burkholderia cepacia & Serretia marcescens
EY: Hlebsiella spp., Moraxella catarrhalis, Aspergillus fimigatus,
(Nasal) A. flavus, Candida albicans, Cryptococcus neoformans,
Burkholderia cepacia & Serretia marcescens
0% A B Klebsiella spp., .Jlloraxie]]a catarrhalis, Aspergillus fumigatus,
(Inhalants) A. flavus, Candida albicans, Cryptococcus neoformans,

Burkholderia cepacia & Serretia marcescens
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Table 1. Relative Zero-Order Rate Constant for Degradation of a set of Drug Products

Model 1 Model 6
P-1 P-2 P-3 P-1 P-2 P-3
1.00 1.00 1.00 1.00 1.01 1.02
F-1 1.00 1.0000 1.0000 1.0000 F-1 1.00 1.0000 1.0100 1.0200
F-2 1.00 1.0000 1.0000 1.0000 F-2 1.04 1.0400¢ 1.0504 1.0608
F-3 100 1.0000 1.0000 1.0000 F-3 1.08 1.0800 1.0908 1.1016
Model 2 Model 7
P-1 p-2 P-3 P-1 P-2 P-3
1.00 1.005 1.01 1.00 1.02 1.04
F-1 1.00 1.0000 1.0050 1.0100 F-1 1.00 1.0000 1.0200 1.0400
F-2 1.005 1.0050 1.0100 1.0151 F-2 1.03 1.0300 1.0506 1.0712
F-3 101 1.0100 1.0151 1.0201 F-3 1.06 1.0600 1.0812 1.1024
Model 3 Model 8
P-1 pP-2 P-3 P-1 P-2 P-3
1.00 1.01 1.02 1.00 1.03 1.06
F-1 1.00 1.0000 1.0100 1.0200 F-1 1.00 1.0000 1.0300 1.0600
F-2 1.01 1.0100 1.0201 1.0302 F-2 1.04 1.0400 1.0712 1.1024
F-3 1.02 1.0200 1.0302 1.0404 F-3 108 1.08G0 1.1124 1.1448
Model ¢4 Model 9
P-1 P-2 P-3 P-1 P-2 P-3
1.00 1.01 1.02 1.00 1.04 1.08
F-1 1.00 1.0000 1.0000 1.0200 F-1 1.0 1.0000 1.0400 1.0800
F-2 1.02 1.0200 1.0302 1.0404 F-2 1.04 1.0400 1.0816 1.1232
F-3 1.04 1.0400 1.0504 1.0608 F-3 1 1.0800 1.1232 1.1664
Model 5 Model 10
P-1 P-2 P-3 P-1 P-2 P-3
1.00 1.01 1.02 1.00 1.00 1.10
F-1 1.00 1.0000 1.0100 £.0200 F-1 1.00 1.0000 1.0000 1.0000
F-2 1.03 1.0300 1.0403 1.0506 F-2 1.00 1.0000 1.0000 1.1000
F-3 1.06 1.0600 1.0706 1.0812 F-3 1.00 1.0000 1.0000 1.0000

Values reperesent the ratio of the slope of degradation curve 1o that of the most stable product of P-1 and F-1 (0.2%/month).
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Table 2. Matrixing Design

P-1 p-2 P-3
F-1 type 1 type 3 type 2
F-2 type 2 type 1 type 3
F-3 type 3 type 2 type |
Type Batch Sampling time (months)
0 3 6 9 12 18 24 36
1 a O x O 0 x O O O
b O O x O 0 x 0O O
c O O O x O 0O x O
2 a O 0O 0O x O 0 x O
b O x O 0 x © O O
c O O x O 0 x 0 O
3 a O 0O x O 0 x 0 O
b C O C x O O x O
¢ O x 0 0O x O O O
O: assayed

X: not assayed

S FDERD 18y FREO Ay F ik LT RERE
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1.2
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Level of significance

03 04 0.5 0.6

Fig.1. Effect of Significance Level on the Power of the Analysis of Variance

&> Slope of degradation curve: 0.2%/month for all batches, assay error (SD): 1.0%;
& 0.2%/month for all batches, SD: 0.5%; O 0.22%/month for one batch and 0.2%
for the other two batches, SD: 1.0%; @ 0.22%/month for one batch and 0.2% for
the other two batches, SD; 0.5%: 4 0.25%/month for one batch and 0.2% for the
other two bathce, SD: 1.0%; A 0.25%/month for one batch and 0.2% for the other

two batches, SD: 0.5%.
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Fig.2. Effect of Assay Error on the Probability at Which Batch-Variation is Taken as Significant

Slope of degradation curve: 0.2%/month for all batches (4); 0.25%/month for one
batch and 0.2% for the other two batches (A ). Significant level:0.25.

1.0

0.2

0.0 .
0 0.1

0.2 03

Level of significance

Fig.3. Power of Analysis of Variance on Packaging and Strenght Variation as a Function of Signficance Level.

Matrixing models 1 (C#), 3 (@), 6 (A ), 9 (H), and 10 (+). Assay error is 0.5%

{(®@AN+)and 2.0% (OCA)
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TENZFEFIF % Z & (Harmonization by attributes) &
720 . 20004E 8 B |ZBenzyl alcoholiFME & a2 vr-,
Z OF A ERT 2001 23RS RO & &
PR ESLOLEZ NS,
@ WRABEL LD (Stage 6/7)

Benzyl alcohol X1 /L F sl 2 — L [EP] : 20004E 7
H
@ BRMOEMBERCZHE LD (Stage 5)

Alcohol =% /7 —/1 [EP]

Calcium disodium edetate =7 hEEM /L 7 A2 F b

VA [IP]
Calcium phosphate, dibasic U EEARFEH AL L 7 A



[IP]

Calcium phosphate, dibasic, anhydrous 7K U »#K
O b [IP]

Carboxymethylcellulose calcium HA X —RAH 01
& A [USP]

Carboxymethylcetlufose sodium, cross-linked 7 o0 24
Aro—AF kY & hs [USP]

Cellulose, microcrystalline fdh¥ /Lo —2 [USP]

Cellulose, powdered ¥R/ 1—A [USP]

Cellulose acetate HEEgtA-n— R [USP] E MR
EFUCZ LWz A BTSSR

Celiulose acetate phthalate Fifé 7 F A BEEA T —R
[USP]

Citric acid, anhydrous #&7#47 — . B¢ [EP]

Citric acid, monohydrate 7 — ~§§ [EP]

Ethylcellulose =F A0 —2 [EP]

Hydroxyethylceliulose & Fa¥ ymF Ao —2R
[EP]

Hydroxypropylmethylcellulose phthalate & Fe &7
OEALAFAEAT—-RTE L~k [USP]

Lactose, anhydrous #EXKELEE [USP)

Lactose monchydrate JL¥E [USP]

Magnesium stearate R 7 7 U BT X R I A
[USP]

Methyl parahydroxybenzoate /3% 3 ¥ L H R EE A
1 [EP]

Povidone R E K [IP]

Saccharin, free ¥ # UJ v [USP]

Saccharin calcium ¥ > & ¥ B w A [USP]
ERNFEERICE Lo B BB mesng

Saccharin sodium ¥ > & Y 2 U &2 4 [USP]

Sodium chloride ¥k + Y 7.4 [EP]

Sodium starch glycolate HA-RF I A F A H —F
+ b Y &4 [USP]

Starch, maize k7T a7 7 [USP]

Starch, potato 3L A i 3 F 27 [EP]

Starch, rice = A5 7> [EP]

Starch, wheat =2 A¥5 7 [EP]

Sucrose M S [EP)

Talc #/-7 [EP]

Titanium dioxide BE{bF# > [IP]

@ WPE_RBARTOLD (Stage4)
Crospovidone 7 2 AR E Fr [EP]
Hydroxypropylmethylcellulose ¥ Foa & 7 a - A

FAEAT—Z [IP]
Methyleellulose A FA-&/A2—2 [IP]
Polysorbate 80 7R J 3/ /-~<— [ 80 [EP]
Silicon dioxide —E#{k& % [JP)
Silicon dioxide, colloidal = = A F_E&{k& 1 3% [IP]
@ B/E—RBLABATOLD (Stage 3)
Carboxymethylcellulose sodium #A A0 —=ZF U
7 A [USP]

Hydroxypropylcellulose & Fe ¥ 7 A&l
—2 [USP]

Hydroxypropylcellulose, low-substituted {SE#HEE 1
nd Il n—R [USP)

Petrolatum B Y+ U > [USP]

Polyethylene glycols <= 7 o = —/- [USP]

Stearic acid A7 7 U B [EP]

Ethyl parahydroxybenzoate /3% # % L E B EHRE-F
/- (EP]

Propy! parahydroxybenzoate /%7 4 % L L EHFEM Y
o &'/ [EP)

Butyl parahydroxybenzoate #37 4% L ZEEFER T F
/v [EP}

® FRAFE—RBERPOLD (Stage 2)

Glycerol 27U &Y > [USP]

® FAMEEY A FLSHBRESAEZLD
Cellulose acetate butyrate
Starch, tapioca

Waters

cC. % =

PDGH Z D10EEIZEFFFREOMFIIHIER
LDERERMBRE LITRRN 12 2 LT H RV,
I ORNCEESCEERN EOME IR RESRLRD
ERFEOBEMICET TESLF 4 Eh, HELR
REBATE LTI THD, IOBBREBEER
TPDGHE, ICHE DBHAEH &ML 5 2 ERHFMH
SHFEICLYRTOERERS & &bz, BIOR



