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U Bacteriological examination: Bacterial culture, Mycoplasma antibody, C. pneumoniae antibody, etc.

Fig. 1. Investigated items and observation period.
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No. of cases collected 338
No. of cases excluded from safety analysis 11
Reason for exclusion (may be duplicated):
+ Contract deviation 8
- Violation of inclusion criteria® 3
U . Subjects without bacteriological examination at prescription
* Subjects whose pathogen is not the primary causative organism
No. of cases subject to safety analysis 327

No. of cases excluded from efficacy analysis 20
Reason for exclusion (may be duplicated) :

* Deviation from dosage and administration 2

+ Effective evaluation undetermined 3

- Did not meet criteria for evaluation? 15

No. of cases subject to efficacy analysis 307

+ Subjects evaluated based on information obtained from other sources
besides physician’s examination
* Subjects evaluated based on information obtained after evaluation

period

Fig. 2. Cases subject to analysis.
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Table 1. Patient profiles in safety analysis
Background Background
No. of cases subj(?ct to safety 397 (%) No. of cases subjfect to safety 397 (%)
analysis analysis
16 < to < 65 273 (83.5) Type of | Acute 276 (84.4)
=6 54 (16.5) || infectious | Acute exacerbation of chronic disease | 48 (14.7)
10 < to < 20 12 (3.7) disease Chronic 3 (0.9
20 < to < 30 63 (19.3) < 1500 2 (0.6)
30 < to < 40 103 (31.5) Tom(l[go)sage 1500 325 (99.4)
éj;b 40 = to < 50 33 (10.1) 8 > 1500 0 (0.0)
50 < to < 60 44 (13.5) 1 1 (0.3)
60 < to < 70 48 (14.7) Duration | 9 1 (0.3)
70 < to < 80 17 (52) of drug | 325 (99.4)
exposure
80 = to < 90 6 (1.8) (days) |4ormore | 000
=90 1 (0.3) Unknown 0 (0.0)
30 < to < 40 2 (0.6) Histo None 256 (78.3)
40 < to < 50 36 (11.0) YV | yes 71 (21.7)
50 < to < 60 60 (18.3) Complicati None 225 (68.8)
Body weight | 60 < to < 70 30 (9.2) PRCALON | yes 102 (31.2)
(kg) 70 < to < 80 20 (6.1) ) None 292 (89.3)
80 = to < 90 5 (1.5) q Hepatic |y 11 (3.4)
YSTUNCEION  f-- -7 oo m e TEL U
=9 | 515 Unknown 24 (7.3)
Unknown 169 (51.7) Renal None 300 (91.7)
. Outpatient 314 (96.0) . ; Yes 1 (0.3)
In/Outpatient | o tient 13 (4.0) DAt [y nown % (80)
Respiratory tract infections 143 (43.7) Concomitant | None 32 (9.8)
igceﬁgfl Sinusitis 124 (37.9) drug (s) | Yes 205 (90.2)
Dental or oral surgery infection 60 (18.3) Nondrug | None 288 (88.1)
] Mild 113 (34.6) therapy | Yes 39 (11.9)
Severity of | \roqerate 201 (61.5)
infection
Severe 13 (4.0)

M. catarrhalis \2X3 G RRIL, WPUEREGYE Tl
84.6% (11/13) , Fl5HESTIE 100.0% (24/24) TH Y,
ARDOFHR)ENL 94.6% (35/37) Th o7z,
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AFANL, AFEH O BRGEAGEHGE O ER & LT—
CHEIVERE Z W22 a0 S, AFICBIT S H. influ-
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Table 2. Ratio of becoming primary causative organism

Causative organism

No. of cases with
identified causative
organism (%)

Ratio of becoming primary
causative organism
(including subjects with
polymicrobial infections)

H. influenzae 43 (32) 40% (53/133)
S. pneumoniae 25 (19) 21% (28/133)
Mycoplasma spp. 33 (25) 26% (34/133)
C. pneumoniae 11 (8) 8% (11/133)
M. catarrhalis 9 (7 10% (13/133)
Mixture bacillus 12 9)
Respiratory H. influenzae + S. pneumoniae 2
Fract . H. influenzae + M. catarrhalis 1
infections .
H. influenzae + Mycoplasma spp. 1
H. influenzae + others 4
M. catarrhalis + others 2
H. influenzae + S. pneumoniae + M. catarrhalis 1
H. influenzae + others + others 1
Total 133 (100)
H. influenzae 30 (25) 37% (44/118)
S. pneumoniae 53 (45) 54% (64/118)
M. catarrhalis 21 (18) 20% (24/118)
Mixture bacillus 14 (12)
Sinusitis H. influenzae + S. pneumoniae 10
H. influenzae + M. catarrhalis 2
H. influenzae + others 1
H. influenzae + S. pneumoniae + M. catarrhalis 1
Total 118 (100)
H. influenzae 2 @ 7% (4/56)
Peptostreptococcus spp. 42 (75) 93% (52/56)
Dental or Mixture bacillus 12 (21)
oral surgery H. influenzae + others 2
infection Peptostreptococcus spp. + others 8
Peptostreptococcus spp. + others + others 2
Total 56 (100)
Table 3. Efficacy by diagnosis
Clinical efficacy
Diagnosis No. of Efficacy (%)
cases excellent good fair poor
Laryngopharyngitis 38 16 15 5 2 81.6 (31/38)
Acute bronchitis 34 16 14 4 0 88.2 (30/34)
Tonsillitis 13 9 3 0 1 92.3 (12/13)
) Chronic bronchitis 0 2 0 0 — @2
Respiratory tract Bronchiectasis 0 1 0 0 —
infections
Secondary infections with 1 2 3 0 — (3/6)
chronic respiratory disease
Pneumonia 39 20 15 3 1 89.7 (35/39)
Subtotal 133 62 52 15 4 85.7 (114/133)
118 65 42 7 4 90.7 (107/118)
SINUSItIS ~ rrmrrmmmmommmo e ooofoooooooooooofoooooooooooooooooooo
Subtotal 118 65 42 7 4 90.7 (107/118)
Periodontitis 13 7 6 0 0 100.0 (13/13)
Dental or oral surgery ~ Pericoronitis 6 3 1 1 1 — @e)
infection Osteitis of jaw 37 20 11 5 1 83.8 (31/37)
Subtotal 56 30 18 6 2 85.7 (48/56)
Total 307 157 112 28 10 87.6 (269/307)
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Table 4. Clinical/Bacteriological efficacy stratified by type of infection

Causative organism Efficacy (%) Elimination (%)
Respiratory tract infections 88.7 (47/53) 94.1 (16/17)
) Sinusitis 95.5 (42/44) 100.0 (24/24)
H. influenzae Dental or oral surgery infection — (4/4) — ()
Sub total 92.1 (93/101) 97.6 (40/41)
Respiratory tract infections 71.4 (20/28) 60.0 (6/10)
S. pneumoniae JSwusttis 8.9 G564 | 83 @93
Sub total 81.5 (75/92) 79.5 (35/44)
Respiratory tract infections 94.1 (32/34) — ()
Mycoplasma SPP. ST oo oooooooooooooooooos
Sub total 94.1 (32/34) — (=)
Respiratory tract infections 90.9 (10/11) — (—/)
C. PREUMONTAE "7 77T T ooooooooofooooooooooooooooooooooooos
Sub total 90.9 (10/11) — (=)
Respiratory tract infections 84.6 (11/13) — (5/5)
M. catarrhalis JSmesitls 1000 (a24) | e
Sub total 94.6 (35/37) 100.0 (14/14)
Dental or oral surgery infection 84.6 (44/52) 93.3 (14/15)
PeptostreploCoCCUS SPP. =77 77 =7 m o ool llololoossooioiooosiooos
Sub total 84.6 (44/52) 93.3 (14/15)

* Calculation including subjects with polymicrobial infections

Table 5. Efficacy by susceptibility of causative organism

Causative 2o | No.of Efficacy Resistant
organism Susceptibility” | ;01 tec? excellent | good fair poor Efficacy (%) (I+R)/(S+I+R)
S 31 21 8 2 0 93.5 (29/31)
) I 2 1 1 0 0 — (2/2) )
H. influenzae R 5 ) 5 0 0 — (38 13.9% (5/36)
Unknown 65 36 23 4 2 90.8 (59/65)
S 17 8 6 2 1 82.4 (14/17)
) I 0 0 0 0 — (0/0) .
S. pneumoniae R 10 1 6 9 1 70.0 (7/10) 37.0% (10/27)
Unknown 65 26 28 7 4 83.1 (54/65)
S 15 9 6 0 0 100.0 (15/15)
) I 0 0 0 0 0 — (0/0) )
M. catarrhalis R 0 0 0 0 0 — () 0.0% (0/15)
Unknown 22 15 5 2 0 90.9 (20/22)
S 13 5 7 1 0 92.3 (12/13)
Peptostreptococcus I 1 0 1 0 0 — (V1) )
Spp. R 3 0 0 3 0 — 3 23.5% (4/17)
Unknown 35 22 9 2 2 88.6 (31/35)

U S: Susceptible, I; Intermediate, R; Resistant
2 Calculation including subjects with polymicrobial infections

NOFIRIZB T RFLRHERVBELN, Tho DO
VKRGS IR F TSR TG S 172 R SR
ERBED S DTH -7z,

LU ARFAE OB R & R KR BNSHGET L 7R 5
IZDWTHRR 5,

H. influenzae 13, WRZREGHYE B K OVH SRS & G
HE FIRIESR) 2B A2EERBWER L LTS
57, —iIZ~ra g4 FRUEEIREE S, W
RIHUR D E BV BIF TR W20, H. influenzae S0 7

I ABHEREICH LT a2 imEE s cE vt
ENTW5B, L L, REANL erythromycin DT 7 b~
BRO 9a il N-A FIVFEZEA L7222 &I & 0 WRsME
OE BN TV, H. influenzae 50 75 L EPHARRIC
LB WILRIE 2 R TV AMAOK R, H influen-
zae |2 X B IPIR 2R G RE 12 5t 4 B R EK o FH =1L
88.7% (47/53), MW MR EATTHETD - 72 17
WROWIHRFEIL 94.1% (16/17), F7=z, RIRFERICHT
LARNERIL 95.6% (42/44) , BRITHREEIT 100.0% (24/24)
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Table 6. Incidence of adverse drug reactions (ADRs)
Upon Postmarketing Upon Postmarketing
approval surveillance approval surveillance
No. of cases subject to analysis for 2,079 327 No. of cases subject to analysis for 2,079 327
safety safety
No. of cases with ADRs 265 11 No. of cases with ADRs 265 11
No. of ADRs 376 11 No. of ADRs 376 11
Incidence of ADRs (%) 12.75 3.36 Incidence of ADRs (%) 12.75 3.36
No. and incidence of ADRs by type (%) No. and incidence of ADRs by type (%)
Infections and infestations 3 (0.14) — Hepatobiliary disorders — (1.22)
Vaginitis 3 (0.14) — Hepatic function abnormal — (1.22)
Blood and lymphatic system disor- 1 (0.05) — Skin and subcutaneous tissue 18 (0.87) 1 (0.31)
ders disorders
Reticulocytosis 1 (0.05) — Pruritus 4 (0.19) —
Metabolism and nutrition disorders 1 (0.05) — Dermatitis atopic 1 (0.05) -
An ”””””””””””””””””””” 1(005> ””””” . Eczema 2 (0.10) —
orexia : Rash 10 (048) | 1 (031
Psychiatric disorders 1 (0.05) - Urticaria 1 (0.05) —
Insomnia 1 (0.05) — Musculoskeletal and connective 1 (0.05) —
Nervous system disorders 7 (0.34) — tlssue dlsorders ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
Somnolence 77777777777777777777777777777777 3(014) 777777777 T Musculoskeletal stiffness 1 (0.05) —
Dizziness postural 1 (0.05) — Reproductive system and breast 2 (0.10) —
Headache 1 (0.05) — disorders |
Dizziness 2 (0.10) — Genital pruritus female 1 (0.05) —
Eye disorders — 1 (0.31) Vaginal erythema 1 (0.05) —
" Erythemaofeyeid | T 1030 General disorders and 10 (0.48) —
administration site conditions
Ear and labyrinth disorders — 1 (031) - bl S it REERR LR
e T Feeling abnormal 3 (0.14) —
Vertigo — 1 (0.31) Malaise 1 (0.05) —
Respiratory, thoracic, and mediasti- 1 (0.05) — Thirst 1 (0.05) —
nal disorders Pyrexia 4 (0.19) —
Cough 1 (0.05) — Edema peripheral 1 (0.05) —
Dyspnea 1 (0.05) — Investigations 129 (6.20) —
Gastrointestinal disorders | 117 663) | 4 (122) Aspartate aminotransferase 34 (1.64) —
Nausea 19 (091 | 1 (0.31) increased
Stomach discomfort 6 (0.29) — Alanine aminotransferase 50 (2.41) —
Abdominal pain lower 3 (0.14) — increased L
Diarthea 66 317) | 1 (0.31) Prothrombin time shortened 1 (0.05) —
Chapped lips 1 (0.05) o I];eu(:llr\lle aJmnIOé)eI;tldase lrllc.r;}ased i Eggg; :
Stomatitis 1 (0.05) o ! eta- —agety -D-glucosaminidase .
T black hai 1 (0.05) — merease
ongue . Yy ’ Gamma-glutamyltransferase 11 (0.53) —
Dyspepsia 1 (0.05) — increased
Abdominal pain upper 8 (0.38) 1 (031 Platelet count increased 2 (0.10) —
Tongue coated 1 (0.05) - Blood alkaline phosphatase 13 (0.63) -
Bowel sounds abnormal 1 (0.05) — increased
Loose stools 12 (0.58) — Blood potassium decreased 1 (0.05) —
Abdominal pain 10 (0.48) 1 (0.31) Blood potassium increased 1 (0.05) —
Abdominal discomfort 1 (0.05) — Blood bilirubin increased 6 (0.29) —
Abdominal distension 6 (0.29) — Blood lactate dehydrogenase 7 (0.34) —
Constipation 2 (0.10) — increased
Vomiting 4 (0.19) _ Blood urea increased 4 (0.19) —
Basophil count increased 3 (0.14) —
Eosinophil count increased 35 (1.68) —
Red blood cells urine positive 1 (0.05) —
Protein urine present 2 (0.10) —
White blood cell count decreased 12 (0.58) —
Granulocyte count decreased 2 (0.10) —

Data compiled using PT, MedDRA/J 7.1.
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Table 7. Transitional clinical laboratory test results in 4 hepatic dysfunction subjects

Clinical laboratory test result (IU/L)
_sj (Measurement day) ’
No. Test item P&{;ﬁt)e Seriousness Outcome Doctor’s
Day of the first . . comments
. X After administration
administration
49 50
AST =40 15
6 d 20 d
1 45‘3' 59‘” Slight Unchanged —
<
ALT =40 17 6 day 20 day
23 53 Improved
AST 10 ~ 33 21 b
2 6 day 16 day Slight Unknown and no
_ 30 75 & hospital visit
ALT 6~35 22 6 day 16 day thereafter
45 27
AST = 40 24
3 6 day 13 day Slight Disappeared/ o
50 32 Recovered
<
ALT =40 40 6day | 13 day
57 27
AST =40 22
A 8 day 24 day Slight Disappeared/ o
38 23 Recovered
<
ALT =40 27 8 day 24 day

T, WITNORBEBICBWTOEOAMMESHERE SN
720 H. influenzae 12 & 5 R RIF 2 HREATR S
7oDx, RIEH| O EEMICHED { H influenzae ~D
FWHIRIE S Z g 2R L E 2 o/,

S. pneumoniae \Z2OW T, RIRIZBWTLAIm AL
DBHEEE > TBY, NEEDOHRIEOKT AR S
nNTwa", LaL, Z0S. preumoniae DI LD
HENREAN L H SR EEB L O/NERHEBICB T S
AZM ik S. preumoniae 12 & B IEGSEFNIRT L, A3
AN BRI 2 ERIREIR, MWEENRREZ R L7 & OMEH
H5%, ZOEME LT, M, Wik, BISEREICBT
% AZM O FEAS I P B B D B fE A S AR #E T %
FUTOR AZM 2SEAIIIC % LD GA F USSR IR
BWIZEEINDE (77T A4 - FUNY —) K
METFONT WD, RFETER SN S. pneumoniae
DI D HFE1L 37.0% (10/27) T, MO W Ttk
AEDLEE(0~235%) IClL LEETH-720 L2 L,
S. pneumoniae 2 X 5 EGHREIZR§ 5 G 5EL, MR
EGEBNC T B BRIED 71.4% (20/28), WHEZI
60.0% (6/10) TH V), F7z, BIBERFICB N TOHR)
513 85.9% (55/64) , HWiHEHIL 85.3% (29/34) THhH -
7oo 3 DI, WRYWEFIRE A DR 7 E R CIIARIEA
PERR RN & F B IEBIIH§ 5 A RIEEAT 70.0% (7/10)
IZE L TWizo S pneumoniae @ 53.4~84% % PRSP,
PISP 255", $72, v~27 054 FIkEEF246 T
HENT8% # HED LV Vot EBEICLALND L9
2, S. pneumoniae DZHITHHELAHEA TV LRI TIZ
BWT, KRAFIZBIT BT oL/ RTHY, 2o
FERAITARIEH DB NI B REAHF G- L 72 Rtk A3E
Z b7z,

Mycoplasma J&, C. pneumoniae 72 & O IEETIE FAK

k=7 u54 FRELET P IHA 7)) RIURES
DWREIFZPREEZRT I EmMbh, —#ic1 H 20
FE3HOIEM»S 2 MKEE PRSI TY
5™ BEIZ, C. pneumoniae EYE TIX, Z DOFEGk %14
SRR R L 7o 5 R e % B CH YT 2 AR
FEDOPEIALEEE ENTW 2, RREIZBIT 5 HRE
X, ¥4 375 A<EYRET 94.1% (32/34), C. pneu-
moniae T 90.9% (10/11) TH Y, RIFREHEITER S
N7z RREOKRIL, AFEHI2S1H 13 HExE S
NTHEFNC BT M TH Y, RUFZIREI Y TI74 T
VARERTH L, Mycoplasma J&, C.pneumoniae 7
EDIEERIFIFARIZ & 2 BRGFE L0 2 AREHI DA
AREINTIEEZ BN,

M. catarrhalis DSHERE & S N7 EGIEIR T 2 A%
FAx, WA Y T 84.6% (11/13), ®IBIE%R Tk
100.0% (24/24) TdH >7zo F7z, B ENR) LR € 50T
T TdH o 72 IPREHEGE D 5 4%, BlEIERD 9 ko~
TCHHEPHER I N, KIEHD M. catarrhalis (23T
LEMEEIRIFEEZ bz,

M. catarrhalis %, WRZRELGSES L ORI A EE %O F
HRBEENTHL ), BEIGEFEHMEZET LR L
FTLHHHE - MEEHEITE < 2w, KREIZBWTD
M. catarrhalis \ MW EIEGEAED 10%, BEIRIERD 20%
OBIEHEIZE EE->THBY, RO & koMM
BETH 720 LI L&A S, M catarrhalis 13, B-
lactamase PEAE I X B BEERIEMEZ B3 5 L o5
bHDHZ LMD, HHE - FEIN T2 THIPHREREK
Y R R BERBNCEE L TV AW et 2 £ T 5 05
BdHbo TDXH BRI Blactamase |2 & o TARIGAL
SNAHPWELZEH L2EEE, BT8RN0
HwZEdhohTwa?, ZhIx L, KEHIIE< 2
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T5 4 FROPHIETH S 2 & H 5 B-lactamase (2 & )
LKIE LRV L72W5 T, M. catarrhalis P EER & LT
B-5- 3 5 P25 R GSE 151 R0 Wl S5 e 98451 DB 98 VA T 70 3
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Peptostreptococcus J& 1, Streptococcus J& & b OF th
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Postmarketing Surveillance of azithromycin in adult patients

Kouji Aoki, Toshiro Otake, Yuki Yoshida
Keiko Minamiyama and Kyoko Imamura

Medical Affairs, Pfizer Inc., 3-22—7 Yoyogi, Shibuya-ku, Tokyo, Japan

Azithromycin (AZM: Zithromac®) was approved in March 2000 and launched in June 2000 in Japan. A special
investigation of Zithromac® for clinical efficacy evaluation of infectious diseases caused by 6-pathogens was be-
gun to collect and confirm efficacy information on infectious diseases caused by Haemophilus influenzae,
Streptococcus pneuwmoniae, Mycoplasma spp., Chlamydia pnewmoniae, Moraxella (Branhamella) catarrhalis,
and Peptostreptococcus spp. In total, 327 patients were analyzed for safety and 307 for efficacy.

In the 307 in efficacy analysis, efficacy was 85.7% (114/133) for respiratory tract infection, 90.7% (107/118)
for sinusitis, and 85.7% (48/56) for dental or oral surgery infection.

Efficacy for the commonest causative organisms was 92.1% (93/101) for H. influenzae, 81.5% (75/92) for
S. pneumoniae, 94.1% (32/34) for Mycoplasma spp., 90.9% (10/11) for C. pneumoniae, 94.6% (35/37) for
M. catarrhalis, and 84.6% (44/52) for Peptostreptococcus spp.
Of the 327 in safety analysis, 11 cases of adverse drug reactions (ADRs) were reported in 11 patients, with an
ADR incidence of 3.36% (11/327). No cases of serious ADR were seen.



