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sistant H. influenzae(BLNAR) 23 L T\ %, F 7z, Morax-
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CEHLTWBY, FEHITER B L, Stk 5ml Bk 4 &
L& § 2 HRIRGERHERISEOMHELOEELER E 25T
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TUZHE D IBRYRE D BRI LT, PSR @I, Wik
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L XWHRERBRAE

1. NEHRE

AFERIE, 2006 4 11 H 25 2007 4F 5 H £ TICHEEE
WERERE % 25 U 72 H SR IR G iE B H 0 9 B, D
T D5 Wr H e % jii 72 3 BE F 7203 b S o0 2P Ik B
%, ARk ED 5 VAN BRI BIER L BRI N2 16
U Lo BHE T RIZ L7,

SRR 2, Stkmpke T, WNEERS, MRMEDEER
AW, IBE - Bk, RMRoEE, RiomER
WYL 12U ERDLNLEDE LT,

SPERERPERTIE, BRIEIR (R, B5ds, S,
S - BN B & ORI R (BRI AR,  SRRG TS -
HENR, 891255 %, S EIRASERMED E ORI, #5
Wb s) 25, FhFEh, LREB 12U ERDLN
AHHDE L7,

FIZREWEOBEPS, AZIMBHLHWiE~v 7 a5 4 K
REET b IA FRUREIGRERED H 5 B H, R
E HEOEEEDOD L EE, HEOLEE (NYHA
GHEOE IV E) OBEDD 5 B H, HELIEMHRER X
OGPHREZR A L, FEH OIERDEFAlli 5K #E 72 B 7% & DN
SRR Bt 2 5. 2 B HLERE S 261 2 BE & st
L7z %ed, BERMIM 28 L G2 8L, 4R RE
T NI TR IR G- AR I L IR A 2 SR L, TR
LTWwianwZ & Z2M L7,

2. BEOFE

RGBROFEMIZ D, REREME () EE, H
HHW#EZHWC, BW, Kk PR AHRS
OB EOMIE R 12T, RS GREES I
RABLOREE) dr0iREE AL, G
W CTHHEEIZ L 2HRBBNOFREL %72,

3. WWHEORLGRB L ORE )ik

AZM W35 8%) 2 ¢ #K 60 mL TRERE L, &
W H AR S L 72,

4. PRRZED X OB e

1) PRHZEERSE - B

EOVEPURSE (NIREE, 1E93E), PIREA T 7 19—
(N2 ba CCHRRHE), v MuES a7 CEE, G-
CSF, M-CSF %o v = —Hli 73], RIgRE A5
a4 N, AR O (B, Mo Ehosk
H o FERHERHICIOWTIE, AZM HIaIF 5 5P 5 A
55 8 H H O FZFHEEH o F:- iR £ TCoOfH 2k L
725

2)  BERTERZE -

EYWHEMAHOBE2LS, JV7 7)Y, Y 7B AR
Uy, AVIVBRVIAFELVEREHT AR5
HE L. $72, AZM OF b7 u—2 P450 12 X 210H
BRI TWRWD, o< s oS54 FREEERED
FYMESERAPRE SN TVBES (V7Y N, 74

T4V, IFVTA, MITITL, AUNTELE Y,
ANFINNVEY—), T MV, TIVITYIVEER
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NTWBEK (F3I4+F¥uy, vyyu—i, Fahf v
TIF, YVESIF F=Vr, ¥EEVFEH) 20H
TAHELEIIERTAILE LT,

5. WAt - BIZEHE B L OV HiR Y

1) #EEOT R

AEBBFGINCASEAH, W, &K, AKE BIE
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L7

2) HEIEIR - LT R

SRR BRI T A 2R HEY (DU, A
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4) MW AR
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BIZhFEML 72 SEEEE%E, SMRkEo%E, W
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PR % WA 72 RS B PR AF R4 55 (BRI L 72
%, MIRFOBAEREE (Rt =22 e - —
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IV GHEZLH A T 1 = v ABRERD) ) IS THEPmIC
MW o, 58, g, WENEEZTo72. 72,
AE 722 R ) & F2HE AR B 12 3\ T ME S %
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levofloxacin (LVFX), gatifloxacin (GFLX) ® MIC
% Clinical and Laboratory Standards Institute (CLSI)
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PERRI R E S 12, RIS LD g S iR
RN HRhER) & L. 2MEMMETZE R X A Rdk
£iL, B4 AHBLUS AHOBRIEROYUEZEIZL Y,
BRRIRZ TFER], [AR], [RLE%], [HEX)] o4
BREBLO [HEARRE] CHELZ. 72, 2MERR
edeix, 458 HH®HARMERS L M o uGERIC
X0, BRRRETEZERN], (B, [RRER], [#3)]
DABEREB XV THEARRE] THELZ. %8, £4H
H, b AEBL29 AHDFAMICHELR,

(2) MR AR

Wl & & OMB AR EE, EEREE () R
P FENR R E LY A SRR, R, [HEEN
K, kel THRIR] o 4BERBLU [HEARRE] T
HELZZ. B, BHEBEEAOEEE, BOBODK
R LRI 2R R % e L7z, #BRE LI
MDA RN R 2 FE U7z 5K B3 O R 22 O R R 1,
JEC R TR 07 = % B LRI TR 2 9 R R 1) o8 2R HE |29 > TIRER
AR () BERANHE L7z,

(3) AaA7TV) 7 - VAT AL BERENE

SMENE R B L A mkRIE, 4B U8H
HIERICB 3 25l BigRH E  (H WA O MR, 1H
B - WETR, FEY) B X OTHEE - WAk 5 S itiE
REH (WSRO ZR - FIR, koK - JIk, W
PEDIE) 2oV TAI 7 ZHE LR BRI
DWTIE, FRFMREIERIC S 2 FMBEIZEE (A
WANG O WEERE, Bk - B, RS - WET R, JEED B
X OMRMESE - Rk R A REMEISE H (BRI o 58
A - JENE, WRSHOFEAR - MR, WEEHOEE) IZOWTA
a7 &2HE L7z

AMRAISERICOVWTIE, $4HH, 8HH, 15 H
HB X029 HHICESRERICH T 25 EZHEE (5
e - RS, FEEN, BHIEDW - ATSEHERE) B X OHEPTR
B9 2 AP BRI H  CREDRIE Sit - 25, SEE 5
- RS, SRR, SRR (CowTRaT
e L7z,

RRAROHEIZOWT, SMEEREE%, SRSk
T, FAHER OREIRZ 2 7 & IR - kA 27 &
ARG H O Z 27 LR L, SRR REER T,
ZAHMER I O G REIRA a7 L BNFTR A a7 A5 &%
Lo Aa e LC AR BLU T#%] o
2 BB 5N [HEAEE] THIRE L7,

2)  ZAEVEOFH

BNk, HBRE,SWEINIZTRTOH
ERQUE, AEFRSSY, BBHR, SEE (BE P%
JE, EEE), JBEREERG-B X OEERE I A ALE, EE
FREEOGE, AERLOER O ITHEEE L
O KRR % FLSk L 720 IHEE & O R BEBFRIL, TR



528 H A& AL & % 5% & M Gk SEPT. 2008
Table 1. Demographic characteristics (CPPS)
Acute - R
. Acute tonsillitis Acute rhinosinusitis Total
pharyngolaryngitis
Number of subjects (%) 36 (40.9) 18 (20.5) 34 (38.6) 88
Age (yr)
<16 0 0 0 0
16— 44 18 (50.0) 11 (61.1) 21 (61.8) 50 (56.8)
45-64 12 (33.3) 4 (22.2) 9 (26.5) 25 (28.4)
65—74 5 (13.9) 3 (16.7) 1(2.9) 9 (10.2)
75-79 1(2.8) 0 3(8.8) 4 (4.5)
>80 0 0 0 0
Mean (SD) 45.9 (15.9) 43.9 (16.2) 42.9 (16.9) 44.4 (16.2)
Range 19-77 17-69 21-78 17—-78
Gender
Male 11 (30.6) 6 (33.3) 15 (44.1) 32 (36.4)
Female 25 (69.4) 12 (66.7) 19 (55.9) 56 (63.6)
Weight (kg)
Mean (SD) 60.4 (12.2) 56.9 (12.9) 59.5 (16.3) 59.4 (14.0)
Range 44.6 —82.5 40.0—87.0 30.0—100.0 30.0—100.0
BMI* (kg/m?)
Mean (SD) 23.3 (3.3) 22.3 (3.7) 22.7 (4.7) 22.8 (4.0)
Range 18.5—33.0 16.6—30.8 14.9—-40.1 14.9-40.1
Smoking classification
Never Smoker 24 (66.7) 12 (66.7) 17 (50.0) 53 (60.2)
Ex Smoker 4 (11.1) 1(5.6) 6 (17.6) 11 (12.5)
Smoker 8 (22.2) 5 (27.8) 11 (32.4) 24 (27.3)

* BMI was calculated as weight in kg/(height in m X 0.01).

SITHED V) | B XTI ICBE 2 L 2 HWr L7z
B, [EREIAHT, BEESLYHFER LTS REI L
M ED PHWTE v ] ERACHIT S AL, TRER
FICHEDH D | & LTI o 72

7. WEEHENT

FRAT R LRI, BROMITNLER (Full Analysis
Set, FAS) BX U7 a b a V#E ST S 4EF (Per
Protocol Set, PPS) & L7z,

D ARMEOMHT

BRIV B B T 72 B IR R ERIE PPS & L
7oo RGBS BT 5 PPS I FRR AN FIENT 0 5 4 9 (Clini-
cal Per Protocol Set, CPPS) 3 X USHII B 24 R %h 7 AT
% 4 [ (Bacteriologic Per Protocol Set, BPPS) & L, DL
TOXIITEHL

CPPS i, BB G- T b, IR KD EKR
T IRIRGEREET I EE AR <, SO EIRFE MR E I E
B 5 NBIERHNICORE S NZFE I T b T B R
HE L7

BPPS ix, CPPS @9 %, ¥HFIARRHICB VT, B8
XD IERBEYFRE STV HEE L L,

HRIFEOXEEEICHCAEEXE (CD &, W,
Clopper-Pearson %12 X 5 E1E#2% 095 & L7z

2)  REMOR

BRI REREZ TS E LT, AHEFEL % ICH
] B 2 SR R4 (MedDRA), version 10.0 12X ) 338 L,

FRP L 720 BGHNICAFEHROREBUIL 2 G E R I8

B, HEHNC, F7o, R ONEMERY, AEHL
DOFEEER, FEBURFHIN S 5L 72
I % ES
1. #EHEOWER

RGBT A AN S NEFEIZ 99 FITH D, &p28
AZM B 5 8H) 05 %2272, 209 H CPPS i
11 #51, BPPS iZ 67 BIASkRA S 7z, CPPS 88 D3 D
NFRIZ, 2EMRMEDE 2 36 B (409%), 2 MERPkIEH 18
B1(205%) B L 02 R E B % 34 61 (386%) TH D,
FRETEOBEERICIREZEZIEDON LD o 12
(Table 1) %3, HLAAIES] 99 Bl 8 61 (81%) 2%
AR HIE L2, AEFRICE RG>0 B
AREZ A LT 728813 99 i 29 61 (29.3%) TdH
D, GPHEZAE L T gikE i 99 Bl 57 1 (57.6%)
THo72,

2. BRI

D EEEE (F#hE%)

FRPED FEFME T % HapH eI L 0 g
SNTERFEIZOWT, CPPS x5 & L7258 HHE
DERFIL, 2R T885% (77/87 #l) TH b, HHEHIT
VST R W BE 28 28 97.1% (34/35 ), AT Bk 9% 28
94.4% (17/18 ) 3B X O SRR 5P 45705 76.5% (26/34
B1) CTd o 720 CPPS 12 BT % BV BRI BRI 5
IRFIE, BIGH L L TR5-%0 B BRE IR VAR
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Table 2. Clinical response by primary diagnosis (conventional evaluation method)-CPPS
Clinical response
Pri di . Morked! il N No. of Efficacy rate *
rimary diagnosis : i .
. .ry . 6 ar é Y Effective ! ‘y © Indeterminate subjects (%)
(Visit window) effective effective change
(%) (%) evaluated [95%CI]
(%) (%) (%)
Overall 88.5
47 (534 30 (34.1 7 (8.0 3 (34 1(11 88
(Day 8) (53:4) (34.1) (80) (34) (L) [79.9, 94.3]
Acute 971
pharyngolaryngitis 26 (72.2) 8 (22.2) 0 1(2.8) 1(2.8) 36 (85.1 '99 9]
(Day 8) o
Acute 944
tonsillitis 12 (66.7) 5(27.8) 0 1(5.6) 0 18 )
(Day 8) [72.7, 99.9]
Acute 471
rhinosinusitis 1(29) 15 (44.1) 14 (41.2) 4 (11.8) 0 34 )
(Day 4) [29.8, 64.9]
76.5
Day 8 9 (26.5 17 (50.0 7 (20.6 1(2.9 0 34
(Day 8) (265) (50.0) (206) (29) (555, 894
91.2
Day 15 21 (61.8 10 (29.4 2 (5.9 1(29 0 34
(Day 15) 618) 1094  2(9) (29) 765, 96,1
100
Day 29 10 (76.9 2 (154 0 0 1(7.7 13
(Day 29) (769) (154) (7) 735, 100]

*: Efficacy Rate = (subjects with “Markedly effective” + subjects with “Effective”)/( “No. of subjects evaluated” — subjects with

“Indeterminate” ) X 100

Table 3. Efficacy in paranasal sinus radiographs (CPPS)

. Mildly Excellent Improvement
Visit Excellent Improved Unchanged Total "
Improved rate (%) rate™® (%)
Day 8 10 2 5 5 22 45.5 54.5
Day 15 16 0 4 4 24 66.7 66.7
Day 29 2 0 1 0 3 66.7 66.7

*: Improvement rate (%) = Excellent + Improved/Total X 100

P AL (515 HH91.2% (31/34%1), 29 HH
100% (12/12 #1) ] (Table 2) o

2) X Rogk e

CPPS ZX R & L7-G MR AIERICB 258 8 HH
BLU15 HEO X #MATAoEERIX, €12, 545%
BLU667% THo7z (Table3)o

3) MBI ERIR)R

(1) S 7 #ESHEE 3 & OSEA &k

NR=AFA VIRFIZHERE 9 B0 B 33HH 5 12 1
HO RN AN E S N7z E D B 29 BITH—D 5
KR EE S, 4P THEEBOEREDFEE S N7z (Ta-
ble 4), EZ&JEK R H. influenzae(13 #1) 15 L T S. pneu-
moniae (761) THo72,

AZM (357 BRI #k H. influenzae 35 X OF M. catarrhalis 12
xf LT B-lactamase Bk, BEPEIZD 20 & T HRWHIR T
#RL, ZNEN2ug/mL B X006 ug/mL TEHKD
H &I U720 S. pneumoniae \&, 5r#ES 7z 7k 4
RS AZM S T YETd - 72 (>64 ug/mL) o Strepto-
coccus pyogenes &, 1A AZM Bz (0.12 ug/mL),

1 RS EI T 72 (>64 pg/mL).

(2) FERB X OCBRE B ORRRAE (FR=)

BPPS (2B 1F % B 3 X V5 B Bl 0 B IR ) AR 12>
WTHRET L7z (Table 5) . 55 8 H H OB REIE, S 5AE]
SERD 1BID [RR AR Tho ATV T how
B LTd [FR] 423 TAM] Thoto 2D 1
BIZFRO S N 72K R X H. influenzae 33 X UF S. pneumo-
nige T, AZMIZRT B X—Z2F 4 Y Fo MIC fEiZZ1
Zh2ug/mLBLU>64ug/mL Tho7zh’, %15 H
HTIXBRRRIZARTH - 720

AR D 9 5, H. influenzae, S. pneumoniae 3 & O° S.
pyogenes \ZDOWTI, R—=AF A VD AZM 233 %
MIC i TS X I EIC %L, BPPS 2 RIZJH
K D & ZPER D ERR R F D THEGET L 72 (Table 6) o
AZM WS- BANE, N— 254 VB AZM it T
HoHEREITHLTH, BIRNIZERTH 72,

(3) AR B X ONEE R OME E R (B
%)

BPPS IZBIT 2 &hkORHEEFIIFE4HEB L8 H
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Table 4. Azithromycin MIC against causative pathogen

MIC (1 g/mL)

Causative Pathogen N

Range 50% 90%

Staphylococcus aureus 1 1 — —

Haemophilus influenzae 13 05-2 1 2
B-lactamase + 1 2 — —

B-lactamase — 12 0.5—2 1 2
Moraxella catarrhalis 6 = 0.03-0.06 — —
B-lactamase + 5 = 0.03-0.06 — —
B-lactamase — 1 = 0.03 — —
Streptococcus pneumoniae 7 0.12—> 64 — —
Klebsiella pneumoniae 1 16 — —
Haemophilus parahaemolyticus 1 0.5 — —
Streptococcus pyogenes 2 0.12—> 64 — -
B-HEM streptococcus 1 = 0.03 — —
Haemophilus haemolyticus 1 1 — —
Peptostreptococcus micros 2 1-2 — -
Fusobacterium nucleatum 1 1 — —

HEbI2781% (25/32 %)) TH -7z (Table7), HHEZ
EORMERIE, BENEHEIE4HHB I8 HHE
EH12923% (12/13#1), BtEmHkEIIFEA4HEB LD
8HHEHIZ66.7%(4/6 #), SMEARIAIERIIFE4HHE
BLUBHHEH12692% (9/13#%1), 15 H H2%100%
(13/13 1), 29 HHS 100% (1/161) TH o720

JE R B O AR R, R T d o 72 &
PEIRWEBE S D H. influenzae (54 HHEB X8 HH L B
218K, BERPEED Kiebsiella pneumoniae (55 4 H H 3
KU8HHLE BIZLIHR), S pyogenes (4 HHBLU'8
HHESIZ14R), BERRIRIELRD S. pneumoniae (55 4
HEHBXORHHEBIZ4HK) ZhE, I hoFlk
B WAL 100% TH -7z (Table 8)o

F7:, MWD 9 %, H. influenzae, S. pneumoniae 3 &
U S. pyogenes \Z2WTIE, NX—RZF A VIO AZM (6
F % MIC TS & ORI/ L, &R O
HRFIZOWTHET L7z (Table 9)o N— A 7 4 VREIZY
7074 N TH o 72HHE D 9 B S. pneumoniae D
HERDHER S Nz

(4)  FrEviEE I & 0 HE S 7z BRRAD R

FatiiEc & 0 HE S NBRREIRIZO W T, CPPS
EEROFRFILFE 4 HEA885%, 48 HHH988% T
& o7z (Table 10), FHEBOH R, SEHEEE IO
HBAHHBEMET%, H3HHENIT1%, 2MEmRIEDSE
4 HEA3944%, % 8 HHDY100%, Sk Hml S5 o5
4 HE~% 29 HH»%882~100% TH 72,

(5) =z7u 74 NSRS 2 H R

FRWKE LT, 78274 itk S. pneumoniae 5357 B
SNBERHEIZB T 5 MICH L PSR B LR =
2 VIO WTHGET L7z (Table 11) . 2B, ABER
WZBWT, X=2F 4 YIRZ< 27174 Figtk S. pneu-
moniae HFEHH & L CTHRES N72DI%, ZlkSE] 5 o2
DPERBE DA TH 72, HNEE LToBEshiz~s o

7 A4 Rtk S. pneumoniae 1% 6 % TH 1, M EEIRFHIT
1, mefA2BEI P ermBAKTH 72, €09 % PRSP
F2HRTH Y, R=T ) AR 23k (PISP) 13
1 ThHole BHERBIUARRIZE LI HERE
WHEPWER L, £ 15 HETIIHEREB L OAEEL D
12100% & 7o 72,

3. RZEMOFHb

1) AEHEL

BB & ORRBMRZ D 2 WA EFL L 99 BilH 66
%1 (66.7%) 12 106 D b1, HEAMKREZEETE LW
BHERGII546) (545%) 1269728 &7z (Table
12).

FERBR 2 D 2 WEERZORENRGETIZEN
Rk (524, 525%), BEAES X O A dUE (12 B,
121%), #MRREE (761, 71%), FFRkEE, WEHB IO
bR E (4 61, 4.0%) OFBUHES B A5 720 FRER
MEREMDLZVEERLIITHR 3961, 394%), HEIH
(101, 10.1%), ME&kkEzm (6 61, 6.1%), B (5B,
51%) BXOUEL 4B, 40%) T, EEEIZTRCE
BEE I EETH - 72, TROBBBE LR 2> 7225,
EF O REIFER S N7z,

AR E BETE L WAERRORENRSFTIX
Bk (48 B, 485%), HhkeRREE (66, 6.1%) ®
BB D Eh o 72 (Table 12) o ERREERERE BET
ERVHERHLIITH (3661, 364%), BF (10 4,
101%), 5 561, 51%), MEHEM, Bl (Fhzh
481, 4.0%) THh > 720 FREEIZ TR TEEE F 71355
Th), BEOFERRIIADON G-/, F72,
IRBAAH S H (B L 72 EHRIERD b N b o 72,
BN OFERHRIIOVWT, HEMREEETE %
WAHERRIZOWTIE, B2 HHUNIZHB L 7258
Zh o7z

KGR CEEOAFERE, BCH, HELAEFLII



VOL.56 NO. 5

T BLIRER] SIS R AR 103 2 AZM HLIE -5 ) o0 B R A S

531

Table 5. Clinical response by primary diagnosis and causative pathogen (conventional evaluation method)-BPPS

Primary diagnosis (Visit window)

Causative pathogen *

Clinical response

n N Efficacy rate™ * (%)

Acute pharyngolaryngitis (Day 8) Haemophilus influenzae 6 6 100
[Total subjects with pathogens: 13 B-lactamase — 6 6 100
Total pathogens: 6] Moraxella catarrhalis 5 5 100
B-lactamase + 4 4 100
B-lactamase — 1 1 100
B-HEM streptococcus 1 1 100
Haemophilus haemolyticus 1 1 100
Peptostreptococcus micros 1 1 100
Fusobacterium nucleatum 1 1 100
Acute tonsillitis (Day 8) Haemophilus influenzae 2 2 100
[Total subjects with pathogens: 6 B-lactamase — 2 2 100
Total pathogens: 4] Klebsiella pneumoniae 1 1 100
Streptococcus pyogenes 2 2 100
Prevotella melaninogenica 1 1 100
Acute rhinosinusitis (Day 8) Staphylococcus aureus 1 1 100

[Total subjects with pathogens: 13 Haemophilus influenzae 3 4 75.0
Total pathogens: 6] B-lactamase + 0 1 0
B-lactamase — 3 3 100
Moraxella catarrhalis 1 100
B-lactamase + 1 100

Streptococcus pneumoniae 6 7 85.7
Haemophilus parahaemolyticus 1 1 100
Peptostreptococcus micros 1 1 100
(Day 15) Staphylococcus aureus 1 1 100
[Total subjects with pathogens: 13 Haemophilus influenzae 4 4 100
Total pathogens: 6] B-lactamase + 1 1 100
B-lactamase — 3 3 100
Moraxella catarrhalis 1 1 100
B-lactamase + 1 1 100
Streptococcus pneumoniae 7 7 100
Haemophilus parahaemolyticus 1 1 100
Peptostreptococcus micros 1 1 100

n = Total number of subjects assessed as “markedly effective” or “effective”

N = Number of subjects evaluated excluding those with missing data and those assessed as “indeterminate”
*

: More than one pathogen may be isolated from a subject.

**: Calculated as n/N

BOONLDoTze AEFRDOIOIZHHRE FIE L 728
BB D o Tz
m. £ £

SR SRR GSE L2 35 V) B R o o0 S PR L 1
TAEE L AR, RO GITH 2hb b T EGAE
WAL - FEAL S S IIEHRAIL T 2 REFIAEM L T 57,
L7235 T, H SRR 6 & e DG I B\ T,
PRSP, BLNAR % fB-lactamase producing amoxicillin-
clavulanate resistant H. influenzae %5 O iiif Y 1 (2 X 5 %
SROCPLR T & EAGR AN OB IR AT & D 3EH
DRBP2BTH AL LIXmE R\,

AZM Hiluldz 5-88010%, AFRI BT B BRI

B, SWERTRTER S d 2 1 5 & U 7 igh b R SRR 2 5
Hish, levofloxacin, 500 mg, 1 H 18], 10 H j#%5 &
DIFFHVEHDBGRE S N7V AFITB VT, PR FMEIEE
HoOBLE» S, EHE, FGEHREZ I L 72 AR H 05
REFRIEEHM S, KEBRIERI NI,

AL AFIZBT B B SINGER R AYE 2 5 & L
TeERIREBRIC BT, SN E R BN E X, H. influ-
enzae, S.pneumoniae B & U M. catarrhalis T & - 72,
AZM i, 2NSHOEFRICH LT, sz 283’k
F—#Ho7obDD, BENLPIREEEZRL, ZOHR
&, ARICBT 2 HANEZEF — <A T Y ADRRE —
BHL T
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Table 6. Clinical response by primary diagnosis (conventional evaluation method) and azithromycin MIC-BPPS

Primary diagnosis

Clinical response

R Causative pathogen * MIC
(Visit window) n N Efficacy rate* * (%)

Acute pharyngolaryngitis H. influenzae Susceptible (=4 ug/mL) 6 6 100
(Day 8) B-lactamase — Susceptible (=4ug/mL) 6 6 100
Acute tonsillitis H. influenzae Susceptible (=4 ug/mL) 2 2 100
(Day 8) B-lactamase — Susceptible (=4 ug/mL) 2 2 100
S. pyogenes Susceptible (=05 pug/mL) 1 1 100
Resistant (=2ug/mL) 1 100
Acute rhinosinusitis H. influenzae Susceptible (=4 ug/mL) 3 4 75.0

(Day 8) B-lactamase + Susceptible (=4 ug/mL) 0 1 0
B-lactamase — Susceptible (=4pug/mL) 3 3 100
S. pneumoniae Susceptible (=05 pug/mL) 1 1 100
Resistant (=2ug/mL) 5 6 83.3
(Day 15) H. influenzae Susceptible (=4 pug/mL) 4 4 100
B-lactamase + Susceptible (=4 ug/mL) 1 1 100
B-lactamase — Susceptible (=4 pug/mL) 3 3 100
S. pneumoniae Susceptible (=05 pug/mL) 1 1 100
Resistant (=2 ug/mL) 6 6 100

n = Total number of subjects assessed as “markedly effective” or “effective”

N = Number of subjects evaluated excluding those with missing data and those assessed as “indeterminate”

* : More than one pathogen may be isolated from a subject.
** . Calculated as n/N

Table 7. Bacteriological response by primary diagnosis-BPPS

Eradication rate™ (%)

Primary diagnosis Visit window n N [(95%CI]
Overall Day 4 25 32 78.1 [60.0, 90.7]
Day 8 25 32 78.1 [60.0, 90.7]
Acute pharyngolaryngitis Day 4 12 13 92.3 [64.0, 99.8]
Day 8 12 13 92.3 [64.0, 99.8]
Acute tonsillitis Day 4 4 6 66.7 [22.3, 95.7]
Day 8 4 6 66.7 [22.3, 95.7]
Acute rhinosinusitis Day 4 9 13 69.2 [38.6, 90.9]
Day 8 9 13 69.2 [38.6, 90.9]
Day 15 13 13 100 [75.3, 100]
Day 29 1 1 100 [2.5, 100]

n = Total number of subjects assessed as showing eradication , presumed eradication or replace-

ment bacterium

N = Number of subjects evaluated for bacteriological efficacy excluding those with missing data and

those assessed as “indeterminate”
*: Calculated as n/N

RIEBC B A MEO EEFEMEH T % CPPS %
G e L7288 HHOFREIZ, 2k T85% (77/87
) ThHy, EENTIIEEEEE LA 971% (34/35
B, SPEmERA 944% (17/18 6) B L AN AE &
S H3 765% (26/34 1) TH Y, BENERIEDHE S
nizo BMEREIRPERITTT 5 BREIRE, BINERE R
LCHG5 %O BBEBICECERENEF L (515
HH91.2% (31/34 #1), 29 HH 100% (12/1261))s Z®
X9 % AZM B 58 A OFEN BRI FIE, AZM
WERESZ 2RI~ 27 054 FIfEREICOW TS, AR

KBENTHAHIEObb3NFHREEZON
726

WA BT B B AEERE 20t R & L 73 B gk
BRIZHEWT, AZM Hinldz 5. 805 2 ¢ HIRIRE 142 5-% 24
FE O IMLIE B X R A MBI, AZM B
WHI500mg $€, 1 H 1, 3 HM#xS5 D1 HHE &KL
THBEIZE L, AUC2 1349 345, e ML H 8 EE (Co)
(3 2 BRI L 72" M Gk B, I EINERS &
O % TR ELILER Hp O P 0% 3% 1 | I H o0 P2 g %
& TR 300~600 f5m <, HG-BGHRI R ED S



VOL. 56 NO. 5 T BLIRER] SIS R AR 103 2 AZM HLIE -5 ) o0 B R A S 533
Table 8. Bacteriological response by primary diagnosis and causative pathogen-BPPS
Day 4 Day 8 Day 15 Day 29
Causative pathogen™ n/N  Eradication n/N Eradication n/N Eradication n/N Eradication
rate™ * (%) rate™ *(%) rate™ *(%) rate™ * (%)
Acute H. influenzae 5/6 83.3 5/6 83.3 — —
pharyngolaryngitis B-lactamase — 5/6 83.3 5/6 83.3 — —
M. catarrhalis 5/5 100 5/5 100 — —
B-lactamase + 4/4 100 4/4 100 — —
B-lactamase — 1/1 100 1/1 100 — —
B-HEM streptococcus 1/1 100 1/1 100 — —
H. haemolyticus 1/1 100 1/1 100 — —
P. micros 1/1 100 1/1 100 — —
F. nucleatum 1/1 100 1/1 100 — —
Acute H. influenzae 2/2 100 2/2 100 — —
tonsillitis B-lactamase — 2/2 100 2/2 100 — —
K. pneumoniae 0/1 0 0/1 0 — —
S. pyogenes 1/2 50.0 1/2 50.0 — —
P. melaninogenica 1/1 100 1/1 100 — —
Acute S. aureus 1/1 100 1/1 100 1/1 100 —
thinosinusitis H. influenzae 4/4 100 4/4 100 4/4 100 1/1 100
B-lactamase + 1/1 100 1/1 100 1/1 100 —
B-lactamase — 3/3 100 3/3 100 3/3 100 1/1 100
M. catarrhalis 1/1 100 1/1 100 1/1 100 —
B-lactamase + 1/1 100 1/1 100 1/1 100 —
S. pneumoniae 3/7 429 3/7 429 7/7 100 —
H. parahaemolyticus 1/1 100 1/1 100 1/1 100 —
P. micros 1/1 100 1/1 100 1/1 100 —

n = Total number of subjects assessed as showing eradication , presumed eradication

or replacement bacterium

N = Number of subjects evaluated for bacteriological efficacy excluding those with missing data and those assessed as ‘indeterminate”

—:NA

*: More than one pathogen may be isolated from a subject.

**: Calculated as n/N

AR 10 pg/mL i 2 2 BAEHIMEREB L L EEA
M BRI EE 2 MEFE L 720

AZM DWEFHE R E DT 5 PK/PD /87 A — %
12 AUC/MIC TH D", Cou/MIC d FHEE L HIHFSI T
52, AZM OEEDFIZB T S AUC/MIC B X U Coas
OEFEHS 2 LR, RS % 24 Ko AUC/
MIC &, WEHRIROTERNT & LTRIEETH L L%
AbNiz, Thby, [Jurybu—74 v 7 508
DEEE) |TAHZEICED, LDHEEREEDLIL
MURETH D, AZM FRVBCE A o i 5= % Hinldx
H35Z 812k, BFEOIREZIVEDLI LIRS L
EzobNhlze 2O [7urytu—F4 v 7] OEE,
AFAZXIOHERETNVIZBWTHIEH I NLY,
AZM ZEEALOMBLNANICY A F h, B~
LR END 200 BRYITHE ) SHEDTR D B L VI
HICTRE 2R FINCEHED AZM 25356 2 &1
ARTHrHrEEDbND, T72, BRI B
FBEFETLHIEICLD, BZMEOBCIFE RO 7K

Yal—3ard, MEZESRTLZLE2MiET5L%E
ZbMb,

KEBRTIE, Ra7) 7 - VAT A% 73l
B X BERFEMIC OV T HHE L7227 BraffhEkic &
) HE SN EERRHICDOWT, CPPS &R0 AR
4 HHA885%, 8 HHAT988% TH Y, FBH TIdR
P 22055 4 H HAT85.7%, 8 HHA97.1%, Sk
BeIeDEE 4 HHAS944%, 8 A HAY100%, Sk 5ml sk
KOE A4 HH~29 HHH882~100% Td - 720 Hiakfl
LA RIS L L EL KT 5 &, SRR A
e DRI, FFMEICL2HEDIT) R
Mo 72, ENLUNOEBIIFRBEOFBERTH - 72,

AZM Hilmz 58K 2 g HERE 5 DR &I
T, WRBEBREGETERVWEEHRRIL, 54 61 (545%)
1269 fFREO iz, R RBRE BETE LA HEHR
UL T (3641, 364%), MEF (10 %, 10.1%), HHIH
GBI, 51%), BRI, o (EhZzh4a6l, 40%)T
Holro BEBIITNTREFZIHEETH-7 T
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Table 9. Bacteriological response by primary diagnosis and azithromycin MIC-BPPS
Day 4 Day 8 Day 15 Day 29
Primary diagnosis ~ Causative pathogen*® MIC n/N Eradication n/N Eradication n/N Eradication n/N Eradication
rate® * (%) rate® * (%) rate® * (%) rate® * (%)
Acute H. influenzae Susceptible  5/6 83.3 5/6 83.3 — — — —
pharyngolaryngitis B-lactamase — (=4 ug/mL) 5/6 83.3 5/6 83.3 — — — —
Acute H. influenzae Susceptible 2/2 100 2/2 100 — — — —
tonsillitis B-lactamase — (=4 ug/mL) 2/2 100 2/2 100 — — — —
S. S tibl
pyogenes usceptible | n 100 1 100 . . . .
(=05 pg/mL)
Resistant /1 0 /1 o - o - o
(=2 ug/mL)
Acute H. influenzae . 4/4 100 4/4 100 4/4 100 1/1 100
S Susceptible
rhinosinusitis B-lactamase + (=4 yg/mL) 1/1 100 1/1 100 1/1 100 —
= m
B-lactamase — ke 3/3 100 3/3 100 3/3 100 1/1 100
S. ] S tibl
preumoniae useeptbie. oy ) 100 1/1 100 1/1 100 —
(=0.5 pg/mL)
Resistant
2/6 33.3 2/6 33.3 6/6 100 —
(=2 pg/mL)

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

N = Number of subjects evaluated for bacteriological efficacy excluding those with missing data and those assessed as “indeterminate”

—:NA
*: More than one pathogen may be isolated from a subject.

**: Calculated as n/N

Table 10. Clinical response by primary diagnosis (new evaluation method)-CPPS

. . . . No. of Efficacy
. . . Visit Effective Ineffective Indeterminate . B
Primary Diagnosis window %) %) %) subjects Rate™ (%)
0 0 0
evaluated [95%CI]
Overall Day 4 77 (87.5) 10 (11.4) 1(11) 88 885
a . . .
Y [79.9, 94.3]
98.8
Day 8 84 (97.7 1(1.2 1(1.2 86
R (97.7) (12) (12 [93.6, 100]
Acute ph 1 iti 85.7
cute pharyngolaryngiis Day 4 30 (83.3) 5 (13.9) 1(2.8) 36
[69.7, 95.2]
Day8  33(943) 1 (29) 1(29) 35 o7l
a . . .
v [84.7, 99.9]
Acute tonsillitis 94.4
Day 4 17 (94.4) 1(5.6) 0 18
[72.7, 99.9]
100
Day 8 17 (100) 0 0 17
[80.5, 100]
Acute rhinosinusitis 88.2
Day 4 30 (88.2) 4(11.8) 0 34
[72.5, 96.7]
100
Day 8 34 (100) 0 0 34
[89.7, 100]
Day 15 33 (97.1) 1(2.9) 0 34 7.1
a . .
v [84.7, 99.9]
Day 29 13 (100) 0 0 13 100
a
Y [75.3, 100]

*: Efficacy rate = subjects with “Effective” /(“No. of subjects evaluated — subjects”

WOFBUHE IZE o 7258, 6O RIEIHER S Nz,
ARSI T 2 8 EHREIBO N h oz, HE
HEORBEEH IOV T, %2 HHUNICRIOAE
HE w2 RBBT LR E VL o Tz0 RIERTREEDOE

with “Indeterminate”) X 100

EHRG, ROH, EELAEFZIROONT, FEH
RO DIHEEBRERIE L7 ERE D h o T,

HRMED L OREVEICOWT, ik o 2P E S
JWE 9% % b G & U 7= i AR SRR & R L 72



VOL.56 NO.5 B SR ISR SE (09 5 A

ZM HE 1R B 5B D g R 3 535

Table 11. Azithromycin MIC and genotype of macrolide-resistant S. prneumoniae isolated at

baseline in case of acute rhinosinusitis

. AZM MIC Penicillin Clinical Response Bacteriological
Strain Genotype .
(1 g/mL) Resistant (Day 8) Response (Day 8)
1 mefA 8 PSSP Effective Persistence
2 ermB > 64 PRSP Mildly Effective Persistence
3 mefA 8 PRSP Markedly Effective Eradication
4 ermB > 64 PSSP Effective Eradication
5 ermB > 64 PISP Markedly Effective Persistence
6 ermB > 64 PSSP Effective Persistence

Table 12. 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

99

Causality All-causality Treatment-related
Number of subjects with adverse events 66 (66.7) 54 (54.5)
Number of adverse events reported 106 69
Gastrointestinal disorders 52 (52.5) 48 (48.5)
Abdominal distension 6 (6.1) 4 (4.0)
Abdominal pain 10 (10.1) 10 (10.1)
Abdominal pain upper 2 (2.0) 1 (1.0)
Diarrhoea 39 (39.4) 36 (36.4)
Nausea 4 (4.0) 4 (4.0)
Stomatitis 2 (2.0) 1 (1.0)
Infections and infestations 12 (12.1) 0
Gastroenteritis viral 3 (3.0) 0
Nasopharyngitis 2 (2.0) 0
Pharyngitis 2 (2.0) 0
Nervous system disorders 7(7.1) 6 (6.1)
Headache 5 (5.1) 5(5.1)
Respiratory, thoracic and mediastinal disorders 4 (4.0) 1(1.0)
Pharyngolaryngeal pain 2 (2.0) 0

* If the same subject in a given treatment had more than one occurrence in the same pre-

ferred term event category, only the most sev
counted only once per treatment in each row.

ere occurrence was taken. Subjects were

Includes data up to 999 days after last dose of the study drug.
MedDRA (version 10.0) coding dictionary applied.

A% B R S BR C 0 E BN REFIZ BT S TOC
(Test of Cure) Bz (8 17~24 HH) @ AZM HE#%5
BHIDOERERI L, 945% (242/256 B) T - 720 Ak
B4 15 HHOAMEIZ12% (31/34#1) TH Y, i
HMERRER & MR OGRS ORI E R D,

F 72, REMEICOWTIE, MR T o H I E %
A WETE LR VAHEHRGORIFIL, 23.3% (63/270 B1)
THhotzo— T, KIEBOHERELOFEBIFIT 54.5% (54/
9%l THVY, ZOENITHPLEMEOMLIRAE
FHEORHULOENI L DD TH o720 HIMEER KR
TIE, TRIOFFIMAS 1~2 HTh o 7256175 55.6%
(15/2761) TH b, REBETIE, TR OFERME A1
HIE T o 729EBIA 41.7% (15/36 $1), 2 H T3 - 724

BlAs 27.8% (10/36 B1) & FEkOMGEIA %R L7zo ARIEET
ROONTHERLOEEEITITXCBRE T 3PS
THY, AEHFROZOICEHKREZ ik L gEE
BholzZ s, BEMICEIMELZV D EEZ S,
W4, IREE VT4 T v ADFREFIC X 5 REDE
HZM, KEFDA Ti, IR > 794 7 Y ADKTIC
0, THHROAMEMET T2 L] BIUTHEK
WOFANM AL ) 29 <, BUAEHRZITTIER L,
ZOHDOMOPIEIEIZ L BEFICH UG L7 2 5T HE
PR T L] 205, REIVTF5A TV AOEE
PEZDWT, ERiAEEICIRETE 2 &) iR ED
FTRHICTRETH L LEELTWDEY, AZM H A% 5-3
AN, G X ) KR HIRGYE DR 2 5SS S
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A multicenter, open label study of a sustained-release formulation of azithromycin
(azithromycin SR) for the treatment of acute pharyngolaryngitis,
acute tonsillitis and acute rhinosinusitis

Noboru Yamanaka, Muneki Hotomi and Keiji Fujihara

Department of Otolaryngology-Head and Neck Surgery, Wakayama Medical University,
811-1 Kimiidera, Wakayama, Japan

A Phase 3, multicenter, open-label study was conducted to confirm the clinical efficacy and safety of a sin-
gle 2.0 g dose of a new formulation of the macrolide antibiotic azithromycin, namely, a sustained-release oral
suspension formulation (azithromycin SR), in patients with acute pharyngolaryngitis, acute tonsillitis or
acute rhinosinusitis.

The clinical efficacy (efficacy rate) on Day 8, which was the primary endpoint, in the “clinical per protocol
set” was 88.5% (77/87 subjects) for the entire population. The efficacy rate by disease was 97.1% (34/35 sub-
jects) for acute pharyngolaryngitis, 94.4% (17/18 subjects) for acute tonsillitis, and 76.5% (26/34 subjects) for
acute rhinosinusitis. The efficacy rate increased over time in subjects with acute rhinosinusitis (91.2 and
100% on Days 15 and 29, respectively).

The bacteriological response (eradication rate) on Day 8 in the “bacteriologic per protocol set” was 78.1%
(25/32 subjects) for the entire population. The eradication rate by disease was 92.3% (12/13 subjects) for
acute pharyngolaryngitis, 66.7% (4,/6 subjects) for acute tonsillitis, and 69.2% (9/13 subjects) for acute rhi-
nosinusitis. The eradication rate increased over time in subjects with acute rhinosinusitis [100% (13/13 sub-
jects) on Day 15].

As for safety, the incidence of treatment-related adverse events was 54.5% (54/99 subjects). The incidence
of diarrhoea and/or abdominal pain (36.4%) was high, but all of these cases recovered. No severe or serious
adverse events, deaths or discontinuations due to adverse events were noted in this study.

Based on the abovementioned results, we conclude that azithromycin SR administered as a single 2.0 g
oral dose is highly effective and well tolerated for the treatment of acute pharyngolaryngitis, acute tonsillitis
and acute rhinosinusitis. Azithromycin SR is considered as a very useful antibiotic from various aspects, in-
cluding drug compliance, for the treatment of otorhinolaryngological infections in clinical practice.



