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IR AFIDIn vitro, in vivotBEIIC DL T

Table 1. Relationships between pharmacokinetic data and in vitro particle-size profiles and clinical efficacy findings.

Example In vitro Pharmacokinetics Efficacy

Design

v o — Good match Equivalent Not equivalent
DPI (712357 /\1X) O O (no charcoal blocx

Open-label, randomised, active-control, crossover, single dose; n = 37
Double-blind, randomised, placebo-controlled, parallel group, 12-week;
n =621
Double-blind, randomised, placebo-controlled, parallel group, 12-week;
n =516

DPI (ETJ%?} (1 R) Small differe Equivalent Equivalent Open-label, randomised, active-control, crossover, single dose; n = 33
LUuSoUI UG Laoytiaic (charcoal block) Double-blind, randomised, active control, parallel group, 12-week; n =
MDI (Etﬂf%ﬂg%‘]‘ﬁ]) DGood match Equivalent Equivalent Double-blind, randomised, crossover, single dose; n = 51
(no charcoal blo
M 6i 7(5‘5 . ?ﬁ%m ) )MDIOSimiIar Equivalent for FP; ND Open, randomised, crossover, single dose (charcoal block); n = 31
oo 1Dl not equivalent for Double-blind, randomised, crossover, single dose; n = 31
salmeterol

DPI (Eti%g‘“/ \,rz) é Small differery Not equivalent i Equivalent
o healthy. Close m

in asthmatics
(no charcoal block)

Double-blind, randomised, placebo-controlled, crossover, 4-day dosing;
n=21

Double-blind, randomised, active-control, crossover, single dose; n = 12
Double-blind, randomised, active-control, crossover, single dose; n = 12
Open-label, nonrandomised, uncontrolled, 7.5 day; n = 24
Double-blind, randomised, active-control, crossover, 6-week; n = 232
Double-blind, randomised, active-control, crossover, 12-week; n = 212

MDI (/33 E51H)

Good match Not equivalent Equivalent
at all doses

Open-label, randomised, active-control, crossover, single dose; n = 23

Good match Not equivalent

DPI (£7235 /{1 X)
(no charcoal blo

Equivalent

Double-blind, randomised, active control, crossover, 14 day; n = 22

MDI (E}g%uéﬁjﬁ”) I Big differenc Not equivalent Not equivalent
- \ (no charcoal bIocX

Double-blind, randomised, crossover, single dose; n = 51

MDI (Er&%ug%ﬁﬁ”) Big differenc Not equivalent Not equivalent
b o X (no charcoal blocx

Open-label, randomised, active-control, parallel group, 13.5 days; n = 31

Daley-Yates PT, et al. Expert Opin Drug Deliv. 2011; 8(10):1297-1308.

In vitroiitB®. PKERXER. BEPREBRODIER(L. #49 LB UL,
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[EXM (EMA) )
2009F (CIRABIDEMENRFMECE T DN RS1F L (E/FZES)
Stepwise approachZz#£Fd
- - RHENFIEOEEE (in vitroiiR) — WDmoOREFE (FLE=E. PKEERSE)
- B34k - 22E0RFE (PD. ERAREER) LWINHATEFENRSNNUERL

[>KE (FDA) ]
EEOERIF 4 > X (Product Specific Guidances) TXihts
Draft guidance on Budesonide (Powder; inhalation) (2016)

Draft guidance on Albuterol Sulfate aerosol (Aerosol, metered; inhalation)
(2013, revised 2013, 2016)

Weight of evidence approachz £
- - BFIEFE. PKERBR. BRARSBREZFZ 2 COBEHRZIMERL T, EMFNIRFEZHIE

[(HA]
[IRADRAIDEFEERmMOEFRRFIETHD(CR T DIERIZ R ] &
LC. B8 OHEZFAWZRBIBORFEFIh RNz (2016)

FDA&[EER. BEPREERZ R U IV ZFE R RIF 2 3KeDTULVD
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EYEFREIFERERT 1 RS > DIVER
IRAREKRNZ T TR, IRATIIZY —)LEIPIRA KRR GEATEERED,
in vitros Ml EDHEYL (BRARINRZ IR U D D ERIGHER)

BREZEBAORKEBNEN TS,
IR ADERE EMATI?Y —)LEIE, BFEEDIRGESNTULVRLY (2019428
(C1mB3RENBEEFA R INDIEEEMEZIER(C6 B OFEMUNE(FRIXD)
INABIZFERBOHFBENENTVWIERELT. OEMFENBFERRDT T RS
A 2WNRESNTULVRWC & @QBEDFHIAE# LWLV & (BRERERERDWE) |
RF I\A AHFEDHE. @FT/\AROHEIRX ., EXB5N3,

MARSN TV RARIDR@E

WARRE  IRATFZY—ILH SN

B2 RIBEE 4 4 4
TZHIVAT 4 T—5 —lEHHIEE 1 1 4(3)
Y& 4 3
A7OA RE 4 3 1
EIREE - - 5(3)
Z DAt 8 3 6
Total 21 14 20

2019 7AWE. () (IBFERE 28
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