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TEAFERR S, W 72 IO FT 72 2 MBLDH 5 Widg
P OB R IR O FBALAFRD H 1, 5> CRP Hhas
AobhbEHE L

FIZREEOBE TS, AZM DL ViE~vr7a54 F
REET b IA FRUREIGRERED H 5 B H, R
EOHEEOHFREEOD L EH, EEOLKEE (NYHA
SGHOEIV E)OBEDD 2 B, EERERERES X
UEBHEZA L, 3R O SERNEH A3 R #E 2 B 2 6 TN
SRR Bt 2 5. 2 B HLERE S 217 2 BE & st
L7ze 2B, BHMAE LB L CHIETEE2HEL, iR
HE 20 P IR BREEi% 5- BUA T AR IR A 2 2 L, 4
RLTWRWZ & 2R L 72

2. BEDOME

RGBROFERMIZ S, REREM () EE, H
HHH#EZ AT, BM, Kk PR AHRDS
X UOEHRBEORE L 12T, WBRE CREEFIE
AABLOREE) H5VIREHICTHHBL, C#
W CTHHBERICX 2GRS MoRE L1872,

3. BEEOKERB LOKRE ik

AZM Hinldz 5.8%) 2 ¢ 2K 60 mL THEEWH E L, &
B B AR5 L 7z,

4. BrHISED X OB

) PRHZEIESE - Bk

EOEPUREE (WIS, H43E), e MuErary o
#H  G-CSF, M-CSF %0 o = —H %K 7-3%), R
BEATOA ¥, REAGUEEOER (EHIT), fhob
B OFA - EREBERICOWTIE, AZM HE 5 8]
B 5H 555 8 H B o R ZEHiizH B o FHiik £ ToOBH
= | R A

2) PEAEESE - ik

UM EMEROBLE»S, TV7 7))y, Y70 AR
Uy, AYNEANVT 4 FENEATAESIE TS
HE L7z, $72, AZM OF 7 v — 24 P450 12 X 2407
BHERE SN TWRWDS, fio~xras 4 FRITEERE D
EWMHENPRE SN TWLEA (Y FYF, 7%
TA4) Y, IFVITA, MITVTA AT EE Y,
ANFINNWVEY— ), Tz MV, VIV IVEER
BWH, DIFT V), QT HBEZER S &5 I LHE S
NTWaEE (7345 uy, yyu—L, Fusrfv

73IF, YVESIF F=Vr, EEVFE) 2O
TALGRERETAZ L E LT,

5. WAL - BIgRHH B X OFEHERE ]

1) BEEOT AL
RIGERBIATICAESER H, R, BK, FHE, EIJuE
ZWid, BRGOEERRERE, JEEEHRE - AOHEB X OEGYE
WCRIZTHEORE, BWE BEREBLIOTL L —
BEAIE, BRAHZE - DRI, IRBRSERC G- 15 0T O PR B+

L7

2)  ERIRPB L O EME N OLEE

[ i TR G RE 2 35 T 2 0 BLBUABAE Wy 358 D B DR A 12
() P EHRREWET 572012, FOIHH
#%8HH, £15HEBIUHE 29 HEIZHE L2,
WHEAMERE X KITMAE, AmEREE X O CRP U,
AW & 2 AR E IR, AimEkEs L O
CRP OUWE M Z T, Fifed 5 HkB & MBI DOk
2 UE L7z MBI B O R, S - B,
CRP, fhilids X PHMEREOGEEZWE L. WTho
BB TOUHEMENOF LS 4 HHISHERL 72,

3) MW

M kA, AZM B 58550 8% 501, %4 H
H ®H8HHBIU® 15 HH (LEIIELTHE29HE)
WCHEME L 720 R (—BHIE, M. pneumoniae) DFF5E
DI DITWERRERE, T 72, BN RGO 6 13 <
WIS R N L 72, R E S NS RTORBKRITH
LT AZM ® MIC % Clinical and Laboratory Standards
Institute (CLSI) 12 U 7 o AR BIE I L b =28
LA T4 = ARSI TR Lz FEEMIWIC X
LGRS A 720, MIEPURMIiA % AZM Hnl¥
L8R Ga, B8 HH (MRETHIUEFE IS5 HH) 105
L7720 F72, IEEMEICL 5 BGZMHRT 5720120
¥R & Mk & L T polymerase chain reaction (PCR) Hl%E
% AZM Hilnl¥e 58014 5-Hi2 g5 L 720

4) W X AR L OWE CT Mt

PPk P 28 R D R H D W R T WL % RS 5 7z
W, K X A e AZM B 5 8% 5hi s L 0%
SHH (WM UTHAIHH, FSI5HHBLUHE29
H BT L 720 BEB CT A D W TI S EIIIR U T
FEREL 720

5 RARRA

ERRARAS L, ARImEREL, AIMBkE, Mk, ~€7
oY yE, A~v b2y ME HIEkSE, AST(GOT),
ALT(GPT), AlP, y-GTP, ¥V V¥, BEH, T
V73Iry, 7LT7F=>, BUN, Na, K, Cl, CRP, JR
|, RBEE AZM B8RS E, 4 HH, 6
SBHHBLUE 15 HH (WHETHIIXE 29 HH) ([CHlE
L7z



VOL. 57 NO. 1 P 2 FEHSE L0 B AZM ML He 5- 3054 o B R ) 5 17
6) AEHZL BRI Z I E U7z BRI oM #mRh L, KRR

HERGITRBRE 2 G SN BB ICE LD HW
LIFF LS ZvE#FLILOTEZE L L, MAEMEYE, &
IRIICERD B HIERB X OB, Bkir Ro%ft, @
BOE, BURBOMEST (F2E3E) S2x3GFhsbo e
L7z

HEREALEMI, WwEEEOMRBS A O &R
TTOM, BT R3EBRErOMEINITN
TOFERZICOWT, HEHLY, BHH, TEE R
B, AR, HEE), JREREERG-B K OB IS A0
i, HEEFIIIEEOSHE AEFLORE (HED
WEEHEHZET), BEEE & o’ RRSE & G
FAFLER L 720

BEFEEMIZ TR TOREERZIIOWT, TORE
MRz HET 57000 kERE ATL, REELO
FARBERPEE TE L WAFEHRRIIOVWTE, #ish
RAHERLF LI ZOBBENINEERTE 2, b LGN
BEREMAERLZABEIZEREL, 20, HHKE
BV DOHKE 7T ZEDOHIBIZFET 5 £ Tk A
L7z

7) XA FZVHA v

ICHEBI M, RaRlE, WRIEE, RS X ORI R
Z AZM Hill¥e 5855 501, 54 HEH, 58 HEB XU
15 HE (WUEETHIUEE29 HE) 1HlE L7

6. FFAi

1) ERRENHR

A RO EEFEME H I RREML (53) KX D
g SNZEREIR & L 720 Bl EH M B B BT (4
H) R L D e SN -SEEEE B X O R R
L7

(1) FEFHGEE

Ao EEFFMEE X, SMERE R RS X
OIEERIRIC X 2 2 M5EELR) % 6 ISP d 5
BOZRIEG L 12, [MPREERGRE I BT 2 FrBlyimt
W D ERIREEAG: () PP O HIRE R e kit 2 B L T
HREAT () R X 0 HE SNz ERRE (%)
)L L BRZIEZES HH, 515 HHB LU 29
HEW [HR TER] o 2B L0 [HEARRE] T
HE L 720

AR EORIRGEME I, REBREML (53) K X
DHESNHEREROGEENOAHE B4HH) B
X OISR R (WEEs) 84 HH, B8 HH, %
I5HEBLUE29HE) & L7

(2)  MITFIIR) R

Wbt & & OMBEEWRIRIE, BERET (53H) Kb
PRI AR E L L SR, Hk], THEEE R,
[kl TR o4 BB LU THEARRE] THEL
720 B, HEBRBRAOWEE, BOBODFEKNRIZ
o U CHERZORI R 2 oHE L tk, #iBE & L ISR

DI E % FE T AR R g B8 I - TR
(5 EREATHE L7z

2)  ZAEMOFEM

Blgea iz, F20d, #EEErOHEINLTRTO
AERLE, AHEFLL, BBHK, SiEE (BE,
SEEE OHREE), BEREEKRLB X ORERE Y A LE, &
BERFEEOHHE, AEFRRZOERE L S OCITEEEE
& DR RBIPREE 2 Bl B NGER L7z 1BEREE & O
RERIE, [TREBERICEED D | B X0 TR I B
LIz L7z ek, [ERIZAWT, REREIYEH
GG &R LzrE) HBTE v LRl
N723EE, RBERICEED Y | & LTHY ko 7z,
7. WA

AT RN, HRKOMMT N GER (Full analysis
Set, FAS) BX U7 U M I VAN S4B (Per
Protocol Set, PPS) & L7z,

1) HEMEOMHT

HVESEMIC B 5 F7- B BN R&ERIZ PPS & L
720 AIGBRIC BT % PPS (E IR SEHT 5 4 H (Clini-
cal Per Protocol Set, CPPS) & & USHI T =19 %) AT 5
% 4 (Bacteriologic Per Protocol Set, BPPS) & L, L
TOXIITERL

CPPS I, GBS 25 7hbh, @YUM E R 2 L O H
R HBRFEEETHEEN A% <, P ORRERETmE S
E D DN BIEERHNICHE S NZFH AT b T B 8k
B L L7z,

BPPS i3, CPPS D9 &, GRMBIFICEBWT, iz,
PCREIZL D, FERBEAFEINTWBHERE L L7,
ERREIR (A%h2) B L OSHEZRIE (8RR o
X IHE 2 W H W B AE X (CD &, Wi, fEEER %k 0.95
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TREREVZED SN N 72 (Table 1),

M RIEBDOWNFUZ DV T, BUERELRITATHITH



18 H A& AL & % 5% & M Gk

I

JAN. 2009

o

Table 1. Demographic profiles by analysis set

FAS CPPS BPPS
(N = 64) (N = 45) (N = 25)

Number (%) of subjects
Age (yr)

<18 0 (0) 0 (0) 0 (0)

18—44 21 (32.8) 14 (31.1) 8 (32.0)

45—-64 26 (40.6) 19 (42.2) 11 (44.0)

= 65 17 (26.6) 12 (26.7) 6 (24.0)

Mean (SD) 51.9 (16.4) 52.3 (15.5) 52.0 (16.5)

Range 20—90 21-77 21-77
Gender

Female 34 (53.1) 24 (53.3) 12 (48.0)

Male 30 (46.9) 21 (46.7) 13 (52.0)
Height (cm)

Mean (SD) 160.3 (9.0) 160.7 (8.8) 161.2 (7.2)

Range 139.5-178.0 139.5-178.0 143.0—175.0
Weight (kg)

Mean (SD) 59.2 (12.5) 59.7 (12.3) 60.6 (13.9)

Range 38.0—86.0 39.5-86.0 39.5-86.0
BMI* (kg/m?)

Mean (SD) 23.0 (4.3) 23.1 (4.5) 23.3 (5.2)

Range 17.4-36.4 17.4-36.4 17.9-36.4
Smoking classification

None 33 (51.6) 25 (55.6) 11 (44.0)

Ex-smoker 16 (25.0) 12 (26.7) 9 (36.0)

Smoker 15 (23.4) 8 (17.8) 5 (20.0)
Alcohol classification

Yes 22 (34.4) 13 (28.9) 7 (28.0)

No 42 (65.6) 32 (71.1) 18 (72.0)

* BMI is calculated as weight/(height x 0.01)

D, ZONFITHMEESHELRE LK 196, IEEMHFIC X
B AR S 27 B, R SN Ao 72 BRE AT 1 BT
& o Tzo BB EFREEDO RIERIZ 17T HTHY, 20
BB ONTU, BIESAE I 6 B, Mi5E 3 B, B
[HPERRERZ 2 61, ST E 5 B L UM 1 HlTH -
720 BEARRE A A LT\ 72 BB 1 64 BH 22 61 (34.4%)
THY, EBEZ AL T2 HERE X646 d 45 51
(703%) TdH o720

2. B F

D R (F#hE%)

FEFHMEE O T EMHTCTH 5 CPPS IZBITA5E 8 H
H OGRS (GRE) 1, 21T 933% (42/45 ) T
HY, FEENTIIAMERELLD97.0% (32/3361), 12
PEREIR 359 R D R IE A% 83.3% (10/12 B1) T - 7=
(Table 2), BRI O 15 HHB X 0% 29 H HOAHR)
FNL KT 97.7% (42/43 B) B L UV 955% (21/22 Bi) T
HY, FEEHNTIIEAMERELLD969% (31/32 1) B &
18 93.3% (14/15 ), 12 PEIIRF75 D R IE G 25 100%
(11/11 #1) BXOY100% (7/7 1) T - 7= (Table 2),
PRVENTE B H oD “RIES D WT, 4 8 H H o skpii
BRI O R FL BT RAE LK% (3/46), Wik NE

100% (2/2 %), BEIHPENREHZ 100% (1/1 61), S48 3
B75% (3/441), Wik 100% (1/1#1) TdH -7 (Table
2)o BPPS B X UNFAS 128 2 FRAI RO R S CPPS
ERBETH o 72

2)  ERARREIR O SR

CPPS Z X412, BRAER O EMEIN 255 4 H HIZH
EL720 WINOREDITE A EOWERE HUEM D
D EHE S, BESAESCHAT100% (33/33 61), Mtk
IR 23 JE D R IE G 05 91.7% (11/12 ) T&H - 7z (Ta-
ble3)s BPPS B X " FASIZ BT % L EH O 45 D
CPPS LAk Td® o 720

3)  HMIRERIRR

()RR OB B & O H sz 1k

NR—R T4 VRRIHERE 64 BIA 5 27 PRI & L
CTRWMA I Nz €09 B 21 HITH—D KK
A%, 6 BICTHEDE KR AW S 7ze BIK R IE Haemo-
philus influenzae (10 ), Moraxella catarrhalis, Streptococ-
cus pneumoniae (ZNZN 6 #1), C.pneumoniae (4 1),
M. pneumoniae (311), Staphylococcus aureus, Streptococ-
cus pyogenes (£ ZN 2 Bl) B X U Kiebsiella pneumoniae
1 #) ThHotz

AZM 75 BERIFR H. influenzae 3 X O M. catarrhalis |2
L CTHWIIH 2R L, MICfilZZhENh 2ug/mL
PUFB L0006 ug/mL LT Tdh - 7z (Table 4) o S. pneu-
moniae \&, 73k S 7z 6 kb 3RS FEMERR T o 72
(>64 ug/mL),

(2)  BERB X OB E N ORI (HRh=)

BPPS |281F %% 8 H H DB K W B OFFIRA R,
WIS 2 ) (BESAE LA T S. pneumoniae % JF R &
5 16, 1R g R O k&S TR H. influen-
zae, S. pneumoniae DWI); % JFHE &35 1 61) o 51
72U TS AR TH > 72 (Table5), H15 HE B
L O 29 0 HIZEKNE % Mb T EBIPERTH - 72,

JEN® D9 b, H.influenzae, S. pneumoniae 3 & OFS.
pyogenes \ZOWVWTIE, "= T4 VKD AZM 123§ %
MIC 1l TR, W3 P 3 X OV PRI 0 B L 7z
(CLSI ®JkiE) o BPPS %3 R12, JHIN I O &SR O
IRAAR % MG L7z (Table6)o N— 2 F 4 Y2 AZM
T d > 72 S. pneumoniae % L IHW & 3 % AMESE X
ROWEF 3 BB L OB LRI O — RIEG D HER
BB BLENZEN 1 BISENBITH - 7275, Thlh
HOPERBE X T NOAMBITH > 720 TR LERBIO
R TdH 5 S. pneumoniae D AZM I § 5 X— R 7
A Y Eo MIC 13 >64 ug/mL T, SEMEKRTD -
7o

(3) AR X ORI oM E R (R
#)

BPPS (281} 2 R OMIE = RR0H (R KE) &,
HEWI R 2 5 U C 789% ~100% Td > 720 FHERH O WIH
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Table 2. Clinical efficacy by primary diagnosis — CPPS

Visit e ,
Primary diagnosis window Clinical efficacy No. of subjects Efficacy™ (%)
(day) Effective (%) Ineffective (%) Indeterminate (%) evaluated (95%C1]
8 42 (93.3) 3(6.7) 0 45 93.3 [81.7, 98.6]
Overall 15 42 (97.7) 1(2.3) 0 43 97.7 [87.7, 99.9]
29 21 (95.5) 1(4.5) 0 22 95.5 [77.2, 99.9]
8 32 (97.0) 1(3.0) 0 33 97.0 [84.2, 99.9]
Acute bronchitis 15 31 (96.9) 1(3.1) 0 32 96.9 [83.8, 99.9]
29 14 (93.3) 1(6.7) 0 15 93.3 [68.1, 99.8]
8 14 (93.3) 1(6.7) 0 15 933
Acute bacterial
. 15 14 (100) 0 0 14 100
bronchitis
29 10 (100) 0 0 10 100
8 18 (100) 0 0 18 100
Acute atypical
cute atyple 15 17 (94.4) 1(56) 0 18 94.4
bronchitis
29 4 (80.0) 1 (20.0) 0 5 80
Secondary infection in 8 10 (83.3) 2 (16.7) 0 12 83.3 [51.6, 97.9]
chronic respiratory dis- 15 11 (100) 0 0 11 100 [71.5, 100]
ease 29 7 (100) 0 0 7 100 [59.0, 100]
* : Efficacy = (subjects with “effective”)/(number of subjects evaluated — “indeterminate” subjects) x 100

Table 3.

Clinical improvement on day 4 by primary diagnosis — CPPS

Improvement

Primary diagnosis
Improved (%)

Worsened (%)

Indeterminate (%) No. of subjects evaluated

Overall 44 (97.8) 0 1(2.2) 45
Acute bronchitis 33 (100) 0 0 33
Secondary infection in 11 (91.7) 0 1(83) 12

chronic respiratory disease

Table 4. Azithromycin MIC versus baseline pathogen

MIC (4 g /mL)

Baseline pathogen™ No.
Range (%)

S. aureus 2 1->64
H. influenzae 9 05-2

S -lactamase — 9 05-2
M. catarrhalis 6 = 0.03-0.06

[ -lactamase + 6 = 0.03—-0.06
S. pneumoniae 6 0.12—>64
K. pneumoniae 1 8
S. pyogenes 2 0.12-16
M. pneumoniae 1 = 0.00012

*: A subject may have more than one isolated pathogen.

REIE, BRI T 83.3%~100%, 12 PRI g i
D WEG T 714%~100% T - 7= (Table 7)o #MHF
BRI RADMFRE T d o 7R L, BERE SR ORER T
F4HHD 26, 58 HHD 16, 2 PERR 5 E D R
BADIEFITHAHHBLIOEIHHEDIZ2HITH >
720 BPPS 1235\ T, 6 BIOHERF I EARE & HIl S h

720 T OWERIZMEPURGR A £ 7213 PCR TR DAL
MR S 7228, IR0 S AR =R R A3 8
ENGho7z 5 PIB LR (50HH) BERGANE K
AN E B L7z 1BITH o 70

BPPS (25T, BERFAE (04H) EERIC X 0 HE S h
7 ERIR AR D) 58 & M AR R O F E ORI DT
Wit U7zo BEAQRRIRRD R & A R0 R 13 i AH B A3 32
¥ 57z (Table 8) o BPPS IZB W T4 8 H H OERIEANH
BERNT D o 7B 23 B0 5 B, MIHF R R AV 2
NEETH o726 BI% KL<, 17 Bl 16 BIASHIH = RRhH
THETZFEENETH -2 —F, H8 HHOMMK
FRMETHRTD Y, BRRTHERTD > 7 HRE
A VPR ER R B O " RIEG T 1B b7z, %15
HHB XU 29 HH T, BPPS O3 X T OB 25
KRR THEREHES N, IS OWERE ORI FHRD
ROLHEARETH 72 6 FIZBREEWR T 3 EHRT
ol

JECR T B DM 221 Rh 0, IR W AR Tdh - 22
PR LD S aureus (554 HH, 1#R), S. pneumoniae
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Table 5. Clinical efficacy by primary diagnosis and baseline pathogen — BPPS
Clinical efficacy
Primary diagnosis Baseline pathogen™ Day 8 15 29
Efficacy™ * Efficacy™ * Efficacy™ *

n N (%) n N (%) n N (%)
S. aureus 2 2 100 2 2 100 1 1 100
H. influenzae 4 4 100 4 4 100 4 4 100
S -lactamase — 4 4 100 4 4 100 4 4 100
M. catarrhalis 4 4 100 4 4 100 3 3 100
Acute bronchitis B -lactamase + 4 4 100 4 4 100 3 3 100
S. pneumoniae 3 4 75.0 3 3 100 2 2 100
S. pyogenes 11 100 11 100 11 100
M. pneumoniae 2 2 100 2 2 100 2 2 100
C. pneumoniae 3 3 100 3 3 100 1 1 100
H. influenzae 4 5 80.0 4 4 100 4 4 100
[ -lactamase — 4 5 80.0 4 4 100 4 4 100
Secondary M. catarrhalis 2 2 100 2 2 100 1 1 100
infection in chronic B -lactamase + 2 2 100 2 2 100 1 1 100
respiratory disease S. pneumoniae 12 50.0 11 100 11 100
K. pneumoniae 1 1 100 1 1 100 1 1 100
M. pneumoniae 1 1 100 1 1 100 0 0 —

n = Number of subjects assessed as “effective”
N =
“indeterminate”

* 1 A subject may have more than one isolated pathogen.
**: Calculated as n/N

Number of subjects evaluated for clinical efficacy excluding those with missing data and those assessed as

Table 6. Clinical efficacy by primary diagnosis and azithromycin MIC — BPPS

Clinical efficacy

Primary diagnosis Baseline pathogen * (MI\;I/I;L) Day 8 15 29
n/N (%) ** n/N (%) ** n/N (%) **
Acute bronchitis H. influenzae Susceptible ( = 4) 3/3 (100) 3/3 (100) 3/3 (100)
[ -lactamase ( — ) Susceptible ( = 4) 3/3 (100) 3/3 (100) 3/3 (100)
S. pneumoniae Susceptible ( = 0.5) 1/1 (100) 1/1 (100) 1/1 (100)
Resistant ( = 2) 2/3 (66.7) 2/2 (100) 1/1 (100)
S. pyogenes Susceptible ( = 0.5) 1/1 (100) 1/1 (100) 1/1 (100)
Secondary infection H. influenzae Susceptible ( = 4L) 4/5 (80.0) 4/4 (100) 4/4 (100)
in chronic S -lactamase ( — ) Susceptible ( = 4) 4/5 (80.0) 4/4 (100) 4/4 (100)
respiratory disease S. pneumoniae Resistant ( = 2) 1/2 (50.0) 1/1 (100) 1/1 (100)
n = Number of subjects assessed as “effective”
N = Number of subjects evaluated for clinical efficacy excluding those with missing data and those assessed as

“indeterminate”
*: A subject may have more than one isolated pathogen.
*%: Calculated as n/N
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Table 7. Bacteriological efficacy subject — BPPS
Pri di . Visit window Eradication™®
rimary diagnosis
y diag (day) (%) [95%C]I]
Overall 4 15 19 78.9 [54.4, 93.9]
8 16 19 84.2 [60.4, 96.6]
15 17 17 100 [80.5, 100]
29 12 12 100 [73.5, 100]
Acute bronchitis 4 10 12 83.3 [51.6, 97.9]
8 11 12 91.7 [61.5, 99.8]
15 11 11 100 [71.5, 100]
29 7 7 100 [59.0, 100]
Secondary infection in chronic 4 5 7 71.4 [29.0, 96.3]
respiratory disease 8 5 7 71.4 [29.0, 96.3]
15 6 6 100 [54.1, 100]
29 5 5 100 [47.8, 100]
n = Total number of subjects assessed as “eradication,” “presumed eradication,” or “re-
placement bacterium”
N = Number of subjects evaluated for bacteriological efficacy excluding those with miss-
ing data and those assessed as “indeterminate”
*: Calculated as n/N
Table 8. Bacteriological and clinical efficacy by primary diagnosis — BPPS
Visit Bacteriological efficacy
. X . . Clinical
Primary diagnosis window Presumed Replacement Total
efficacy Eradication L Persistence . Indeterminate
(day) eradication bacterium
Acute bronchitis 8 Effective 2 (13.3) 9 (60.0) 0 0 4(26.7) 15
Ineffective 0 0 1 (100) 0 0 1
Indeterminate 0 0 0 0 0 0
15 Effective 2 (13.3) 9 (60.0) 0 0 4(26.7) 15
Ineffective 0 0 0 0 0 0
Indeterminate 0 0 0 0 0 0
29 Effective 1(11.1) 6 (66.7) 0 0 2 (22.2) 9
Ineffective 0 0 0 0 0 0
Indeterminate 0 0 0 0 0 0
Secondary infection 8 Effective 2 (25.0) (37.5) 1 (12.5) 0 2 (25.0) 8
in_chronic Ineffective 0 0 1 (100) 0 0 1
respiratory disease K
Indeterminate 0 0 0 0 0 0
15 Effective 2 (25.0) 4 (50.0) 0 0 2 (25.0) 8
Ineffective 0 0 0 0 0 0
Indeterminate 0 0 0 0 0 0
29 Effective 1(16.7) 4 (66.7) 0 0 1(16.7) 6
Ineffective 0 0 0 0 0 0
Indeterminate 0 0 0 0 0 0
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Table 9. Bacteriological efficacy by primary diagnosis and baseline pathogen — BPPS
Bacteriological efficacy
Baseline pathogen * Day 4 8 15 29
n/N (%) ** n/N (%) ** n/N (%) ** n/N (%) **
Acute bronchitis S. aureus 1/2 (50.0) 2/2 (100) 2/2 (100) 1/1 (100)
H. influenzae 4/4 (100) 4/4 (100) 4/4 (100) 3/3 (100)
B -lactamase ( — ) 4/4 (100) 4/4 (100) 4/4 (100) 3/3 (100)
M. catarrhalis 4/4 (100) 4/4 (100) 4/4 (100) 3/3 (100)
[ -lactamase ( + ) 4/4 (100) 4/4 (100) 4/4 (100) 3/3 (100)
S. pneumoniae 3/4 (75.0) 3/4 (75.0) 3/3 (100) 2/2 (100)
S. pyogenes 1/1 (100) 1/1 (100) 1/1 (100) 1/1 (100)
M .pneumoniae 1/1 (100) 1/1 (100) 1/1 (100) 1/1 (100)
Secondary infection H. influenzae 4/5 (80.0) 4/5 (80.0) 4/4 (100) 4/4 (100)
in chronic [ -lactamase ( — ) 4/5 (80.0) 4/5 (80.0) 4/4 (100) 4/4 (100)
respiratory disease M. catarrhalis 2/2 (100) 2/2 (100) 2/2 (100) 1/1 (100)
[ -lactamase ( + ) 2/2 (100) 2/2 (100) 2/2 (100) 1/1 (100)
S. pneumoniae 1/2 (50.0) 0/2 (0) 1/1 (100) 1/1 (100)
K. pneumoniae 1/1 (100) — — —

n = Total number of pathogens assessed as eradication, presumed eradication, or replacement bacterium

N = Number of pathogens identified excluding those assessed as “indeterminate”

—:NA

* 1 A subject may have more than one isolated pathogen.

**: Calculated as n/N

Table 10. Bacteriological efficacy by primary diagnosis and azithromycin MIC — BPPS

Primary diagnosis Baseline pathogen™

MIC (¢ g/mL)

Bacteriological efficacy

Day 4 8 15 29
n/N (%) ** n/N(%)** n/N (%) ** n/N(%)**
Acute bronchitis H. influenzae Susceptible ( = 4) 3/3 (100) 3/3 (100) 3/3 (100) 2/2 (100)
f -lactamase ( — ) Susceptible ( = 4) 3/3 (100) 3/3 (100) 3/3 (100) 2/2 (100)
S. pneumoniae Susceptible ( = 0.5) 1/1 (100) 1/1 (100) 1/1 (100) 1/1 (100)
Resistant ( = 2) 2/3(66.7)  2/3(667)  2/2(100)  1/1(100)
S. pyogenes Susceptible ( = 0.5) 1/1 (100) 1/1 (100) 1/1 (100) 1/1 (100)
Secondary H. influenzae Susceptible ( < 4) 4/5(80.0)  4/5(80.0)  4/4(100)  4/4 (100)
Lr;lfre;:izn n S -lactamase ( — ) Susceptible ( = 4) 4/5 (80.0) 4/5 (80.0) 4/4 (100) 4/4 (100)
respiratory disease S. pneumoniae Resistant ( = 2) 1/2 (50.0) 0/2 (0) 1/1 (100) 1/1 (100)

n = Total number of pathogens assessed as eradication, presumed eradication, or replacement bacterium

N = Number of pathogens idendified excluding those assessed as “indeterminate”

* 1 A subject may have more than one isolated pathogen.
**: Calculated as n/N
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Table 11. Incidence of treatment-emergent adverse events occurring in more than one patient

System organ class and MedDRA (version 10.0) preferred term *

Number of subjects (%)

Number of subjects evaluated for adverse events

64

Causality All-causality Treatment-related
Number (%) of subjects with adverse events 43 (67.2) 34 (53.1)
Number of adverse events reported 60 40
Number (%) of subjects with serious adverse events 2 (3.1) 1(1.6)
Number (%) of subjects with severe adverse events 0 0
Number (%) of subjects discontinued due to adverse events 1(1.6) 0
Number (%) of subjects with dose reduced or temporary 0 0
discontinuation due to adverse events
Gastrointestinal disorders 32 (50.0) 32 (50.0)
Abdominal pain 2(3.1) 1(1.6)
Diarrhea 29 (45.3) 29 (45.3)
Nausea 2(3.1) 2(3.1)
Infection and infestation 5(7.8) 0
Influenza 3(4.7) 0
Nervous system disorder 7 (10.9) 3 (4.7)
Headache 6(9.4) 3(4.7)

* If the same subject in a given treatment had more than one occurrence in the same preferred term event catego-

ry, only the most severe occurrence is taken. Subjects are counted only once per treatment in each row.

MedDRA (version 10.0) coding dictionary applied.

ThY, HETBRIEDORE LRI ERE o T\nb,
IR 23 I HAE D IEHR 12 BV C, PRSP, pB-lactamase non-
producing ampicillin resistant H. influenzae X* B-lac-
tamase producing amoxicillin-clavulanate resistant H.
influenzae 7% & DWFTER 6 % 58 HURNE T & e
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AZM Hilaldz 5-8585010%, AFRI BT B BRI
L, RS L EBESAE X ROBME LR E L
72ALE IR R ERASE S 1, levofloxacin, 500 mg/H,
7 HE¥5-B £ O clarithromycin SBE#A], 1¢/H, 7
H % 5- & OB HABGE S N7z RIFITBVTDH,
PIREEIEMEH OB A5, SHE, EEELERL
TAREROREERITE W &SN, RIGERIIFEHE S
niz,

SRIOBHER L O EE O 2SS R T 28
WEHRBOZRBEIEOVWT e RELZEELZ IR L
L72BREBRIZBWT, Ao ZEFMEETH 5
CPPS 2817545 8 HHOARIFIE, £ T933% TH
D, BT AMRE LD 97.0%, 12PEFHR IR ED
TWRIEYHT833% T, E\ERRA RS S L7z, BPPS
IZBIARMEERL, 2K TELHEN789%, 3 HH

H842%, HILAHBLUE29HHE HI2100% T
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Multicenter, open-label study of the sustained-release formulation of azithromycin
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secondary infection of chronic respiratory disease
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A phase 3 multicenter open-label study was conducted to confirm the efficacy and safety of a single 2.0 g
dose of a new formulation of a macrolide antibiotic azithromycin, i.e., the sustained-release formulation for
oral suspension (azithromycin SR), in patients with acute bronchitis or secondary infection in chronic respi-
ratory disease.

Clinical efficacy on day 8, evaluated as the primary end point in the clinical per protocol set, was 93.3%
(42/45 subjects) for the entire population. Clinical efficacy by disease was 97.0% (32/33 subjects) in acute
bronchitis and 83.3% (10/12 subjects) in secondary infection in chronic respiratory disease. Clinical efficacy
for the entire population was 97.7% (42/43 subjects) on day 15 and 95.5% (21/22 subjects) on day 29.

The bacteriological response (eradication) in the “bacteriologic per protocol set” was 789% on day 4,
84.2% on day 8, and 100% on days 15 and 29 for the entire population. Eradication by disease ranged from
83.3% to 100% for acute bronchitis and from 71.4% to 100% for secondary infection in chronic respiratory
disease throughout the study.

In safety, the incidence of treatment-related adverse events was 53.1% (34/64 subjects). The most fre-
quent adverse event was diarrhea, for which all cases were confirmed to have recovered. No severe adverse
events or deaths were reported during the study.

Based on these results, we concluded that azithromycin SR administered as a single 2.0 g oral dose is
highly effective and well tolerated in the treatment of acute bronchitis and secondary infection in chronic
respiratory disease. Azithromycin SR is therefore considered very useful for treating of respiratory tract in-
fection in clinical practice from various aspects, including drug compliance.



