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Table 1. List of Institutions and Investigators in This Study (31 sites)

Site/Department

Investigator (s)

Toho University Ohashi Hospital, Department of Respiratory Medicine

Kimio Hosaka, Nobuyuki Hatanaka

National Tokyo Medical Center, Respiratory Medicine

Ryoichi Kato, Akio Onaka, Hayafumi Horiguchi

Juntendo University Urayasu Hospital, Internal Medicine 1

Shigeru Tominaga, Motomi Zemba

Nihon University Itabashi Hospital, Respiratory Medicine

Tsuneto Akashiba, Chiharu Ohmori, Osamu Saito

Nagoya University Graduate School of Medicine, Division of Respiratory Medicine,
Department of Medicine

Yoshinori Hasegawa, Hiroaki Kume

Fujieda Municipal General Hospital, Respiratory Internal Medicine

Ryoji Tamura, Yusuke Kaida, Dai Hashimoto

Fujita Health University, Respiratory Medicine and Clinical Allergy

Hiroki Sakakibara, Sumito Isogai, Yoshinobu Hattori,
Masamichi Hayashi, Tami Hoshino, Yukiko Yoneda

Gifu Municipal Hospital, Respiratory Medicine

Toshiyuki Sawa, Tsutomu Yoshida, Takashi Ishiguro

Japanese Red Cross Nagoya First Hospital, Respiratory Medicine

Fumio Nomura, Tomoya Shimokata,
Izumi Hashimoto, Yutaka Fujiwara

Ogaki Municipal Hospital, Respiratory Medicine

Michiaki Horiba, Jyo Shindo, Takashi Abe,
Yasushi Makino

Anjo Kosei Hospital, Internal Medicine

Atsushi Watanabe, Tomoji Abe, Toru Hara,
Naoyuki Imai

Kinki Central Hospital of the Mutual Aid Association of Public School Teachers,
Respiratory Internal Medicine

Toshiyuki Ikeda, Toshiki Funakoshi, Taro Yutoku

Kinki University School of Medicine, Nara Hospital Division of Allergy and Respira-
tory Medicine

Hirokazu Nakajima, Akinobu Kawai,
Hirochiyo Sawaguchi, Shigenori Nakajima

Takatsuki Red Cross Hospital, Respiratory Medicine/Allergy Medicine

Hirotaka Yasuba, Yoshiki Kobayashi, Hideo Kita

Toneyama National Hospital, Respiratory Medicine

Masaru Nakagawa, Takashi Kijima

Kinki University School of Medicine, Respiratory Medicine and Allergology

Ryuta Haraguchi, Kenji Iwanaga

Osaka Prefectural Habikino Hospital, Respiratory Medicine

Hideki Ishihara, Yozo Kashiwa

Osaka Police Hospital, Respiratory Medicine

Kiyoshi Komuta

Osaka Prefectural General Hospital, Internal Medicine

Yoshiro Tanio, Shoko Yamato, Masahiko Takenaka

Kansai Medical University, Department of EM and Critical Care Medicine

Nobuaki Matsuo, Naoshi Takeyama

Osaka City University Graduate School of Medicine, Department of Respiratory
Medicine

Hiroishi Kanazawa, Kazuhisa Asai, Shigenori Kyoh

Hyogo College of Medicine, Department of Internal Medicine, Division of Respira-
tory Medicine, RCU

Osamu Kitada, Hitoshi Nakamura, Kozo Kuribayashi,
Taku Okukubo

lizuka Hospital, Respiratory Internal Medicine

Hidehiko Yamamoto, Hideaki Sato, Yoshihisa Honda

Haradoi Hospital, Department of Clinical Research
Haradoi Hospital, Internal Medicine

Hideyuki Ikematsu, Masako Shimoda

Medical Juridical Person AI-FU-KAI Saku Hospital, Internal Medicine

Koji Takaki

National Kyushu Medical Center, Respiratory Medicine

Hideyuki Koga, Masaki Okamoto

Minami Fukuoka National Hospital, Internal Medicine

Nobuhiro Kamikawaji, Hiroko Nogami

Fukuoka University Chikushi Hospital, Internal Medicine

Takamichi Aritomi, Masakatsu Morita

Omuta City General Hospital, Internal Medicine/Gastrointestinal Medicine

Masahide Watanabe, Hidetoshi Takedatsu

Kurume University School of Medicine, First Department of Internal Medicine

Toru Rikimaru, Toshinobu Yokoyama,
Tomoko Kamimura

Yagi Hospital, Internal Medicine/Neurology/Neurosurgery

Jun Aramaki, Masakazu Kawajiri, Mikako Kimura
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Table 2. Laboratory and Imaging Test Schedule Model
O Conducted A\ Conducted on condition
After 7 days/
Items Admission | After 3 days Every Condition of patients tested at 2 points
other week
Chest X-ray O ZAN O conducted in 50% of patients
cT A _ _ conducted in patients with respiratory basic
diseases or complications
Blood Gas Analysis A _ _ cgnducted in pat}enFs with respiratory basic
diseases or complications

12/1icro.logy test O — A conducted in 70% of patients
Micrology respiratory sample)

Micrology test (blood sample) AN — — conducted in 50% of patients with pneumonia

Peripheral blood normal test”,
Haematology | Peripheral hematic image” O O O

ESR O — O

GOT (AST), GPT (ALT), LDH,
Biochemistry | y -GTP, ALP, T-Bil, BUN, Scr, O - O

Alb, TP, Na, Cl, K
Urinalysis Urine qualitative test® O — O

CRP O ©) O
Others Mycoplasma antibody AN — VAN conducted in patients under 40 yrs of age

Cold hemagglutination test O - -

* Including RBC, WBC, Hb, Ht, PLT.

® Including identification and proportional calculation of lymphocytes, monocytes, neutrophils, eosinophils, basophils.

¢ Including urine specific gravity, pH, UP, UG, urobilinogen, urobilin, U-Bil, acetone body ~(ketone body), occult blood, urine micrology test

by dip stick, salt test, WBC test by dip stick, albumin.

Table 3. Laboratory and Imaging Test Costs (¥) for All Conditions of Patients

Time Admission After After 7 Days or
3 days Every Other Week
With basic respiratory diseases/complications | No basic respiratory diseases/complications
Patient Acute exacerbation Acute exacerbation
o Pneumonia of chronic Pneumonia of chronic All < 40 yrs | =40 yrs
Condition . .
pulmonary diseases pulmonary diseases
<40yrs | =40yrs | <40yrs | =40yrs | < 40yrs | =40yrs | < 40yrs | =40 yrs
Basic 49,974 49,554 49,224 48,804 15,130 14,710 14,380 13,960 1,580 7,236 6,816
Cost
Minimum 15,580 15,160 14,830 14,410 13,880 13,460 13,130 12,710 1,330 6,846 6,426
Cost
Maximum 49,974 49,974 49,224 49,224 16,830 16,830 16,080 16,080 2,410 7,396 7.396
Cost
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Table 4. Background of Cases Evaluated for Efficacy and Included in the Pharmacoeconomical Analyses
Item ‘ Classification PAPM/BP® CZOopP¥
Size 45 47
Male 34 (75.6) 29 (61.7)
Sex
Female 11 (24.4) 18 (38.3)
20-29 1 (1.9 o (0.0)
30-39 1 (37) 5 (10.6)
40-49 0 (0.0) 1 (21)
50-59 3 (6.7) 2 (43)
60-69 14 (31.1) 10 (21.3)
70-79 16 (35.6) 22 (46.8)
Age (yrs) 80-89 10 (222) 6 (12.8)
90 0 (0.0) 1 (21)
Min-64 12 (26.7) 15 (31.9)
65-Max 33 (73.3) 32 (68.1)
Mean=SD (yr) 69.5% 124 67.8+14.5
Min, Max 20, 85 32, 90
Pneumonia 33 (73.3) 34 (72.3)
Acute exacerbation of chronic pulmonary diseases 12 (26.7) 13 (27.7)
Chronic bronchitis 3 (6.7) 2 (4.3)
. . Diffuse panbronchiolitis 0 (0.0) 2 (4.3)
Diagnosis . .
Bronchiectasis 3 (6.7) 3 (6.4)
Emphysema 4 (89) 5 (10.6)
Fibroid Lung 1 (22) 1 (21)
Bronchial Asthma 1 (22) o (0.0)
Mild 0 (0.0) o (0.0)
Severity of Infection Moderate 37 (822) 38 (80.9)
Severe 8 (17.8) 9 (19.1)
N 8 (17.8 9 (19.1
Basic Diseases/Complications © (17.8) (19.1)
Yes 37 (82.2) 38 (80.9)
) ) No 43 (95.6) 44 (93.6)
Allergic Anamnesis
Yes 2 (4.4) 3 (6.4)
N 25 (55.6 25 (53.2
History of Other Antibiotic Therapies before Trial © (55.6) (532)
Yes 20 (44.4) 22 (46.8)
) No 0 (0.0) 1 (21)
Concomitant Drugs
Yes 45 (100.0) 46 (97.9)
N 16 (35.6 17 (362
Combination Therapy © (35.6) (362)
Yes 29 (64.4) 30 (63.8)

) Percentages are indicated in parentheses.
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720 FTMAEABEHOBEEZALS A (/MU - R
LETIV) OIGEHREITK T 5 REEGHT % it L 72,

4)  FEREG OHY s

ARERT, FHili LOBEER ORI i, HEEER
X A7 LI2IRET T, KRBOREGMMEZE ()11
I, kg oo, FIHEE—) CX e L7z,

5. FEBIEDEE

AERERDOFEBIEGEE L LA T ORI FED VT T - 726

BRI FE M S N PR EAGERR IS BT 5 HiRSE D
EEHBEOBEICBWT, ZESERIZE DIV R
% 5 RYUH 3 imipenem/cilastatin (IPM/CS) #5-# 5
KU B-F 7 ¥ X RPUREEE G- T 0BG G H HE CF
¥+ EEAERRE) 3 ENEN 6905 H (n=73), 10307
H(n=75)Td» o7z, ZOFEREN S, PAPM/BP & CZOP
OFEMFAEE 34 0, FEHEFEEEZ 6 H, a=005(FH), K
Hi80% LAEL7-L &, Wilcoxon DNHALFIME I HE
DEBIBERETIZ ISP L 25, 3L ICHES L
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Table 5. Number of Days of Parenteral Antibacterial Agent Therapy

Group/Sub-group N Mean * SD Min. 25% Median 75% Max Wilcoxon rank
sum test
PAPM/BP 45 9.9*4.0 4 7.0 8.0 12.0 22
p = 0.1480
CZOP 47 10.7+3.8 7 8.0 10.0 12.0 25
PAPM/BP 33 10.4+4.2 4 7.0 10.0 13.0 22
Pneumonia p = 0.3501
CZOoP 34 10.8+3.4 7 8.0 10.0 12.0 20
Diagnosis Acute
exacerbation PAPM/BP 12 8.4%3.0 4 7.0 8.0 9.5 15
of chronic p = 02145
pulmonary CZOoP 13 10.3+4.38 7 8.0 8.0 10.0 25
diseases
PAPM/BP 37 9.6 +3.8 4 7.0 8.0 11.0 20
Moderate p = 0.2032
Severity of CzZOoP 38 10639 7 8.0 9.0 12.0 25
Infection PAPM/BP 8 10.9+52 7 7.0 9.0 13.0 22
Severe p = 0.5923
CZOP 9 11.1+3.8 7 8.0 11.0 11.0 19
History of No PAPM/BP 25 10.7+4.5 4 8.0 10.0 13.0 22 b = 01181
Other CzZ0oP 25 122*4.5 8 8.0 12.0 14.0 25
Antibiotic ;
Therapies PAPM/BP | 20 89%32 4 6.5 8.0 115 15
beforepTrial Yes p = 05238
CZOoP 22 89=*15 7 8.0 8.5 10.0 12

Table 6. Number of Days until Symptomatic Recovery (from admission until the recovery of all BT, CRP and WBC results)

Group/Sub-group N Mean+SD Min. 25% Median 75% Max. Wilcoxon rank
sum test
PAPM/BP 39 6.9+29 4 5.0 6.0 8.0 18
p = 0.0268
CZOoP 43 82%*33 3 6.0 8.0 10.0 20
PAPM/BP 31 69+3.2 4 5.0 6.0 8.0 18
Pneumonia p = 0.0243
CZopr 32 8.5%3.6 3 6.5 8.0 10.5 20
. . Acute
D
1agnosis Exacerbation PAPM/BP 8 69*19 4 5.5 7.0 8.5 9
of Chronic p = 0.6431
Pulmonary CZOP 11 75+25 3 5.0 8.0 10.0 11
Diseases
PAPM/BP 31 6.8+24 4 5.0 6.0 8.0 15
Moderate p = 0.1445
Severity of CzZoP 35 80%35 3 5.0 8.0 9.0 20
Infection PAPM/BP 8 73%4.7 4 4.0 6.0 8.0 18
Severe p = 0.0687
CZOoP 8 9.3+25 5 8.0 9.0 11.0 13
. PAPM/BP 20 7.7%£35 4 5.5 7.0 8.0 18
History of No p = 0.1629
Other CZopP 21 9.0*+4.1 3 6.0 8.0 11.0 20
Antibiotic y
Therapies PAPM/BP | 19 6.1%2.0 4 4.0 6.0 8.0 10
beforepTrial Yes p = 0069
CzZoP 22 74%23 3 5.0 8.0 8.0 12
BL, 1H#E60%, 3120 F1& e L7z, AEORE], CZOP £ 1 1 (MMM s EAL)), [
Im % ES MmlkES] (PAPM/BP B 1 41), &R HEA%#EIG /R T

L MBIEFI DT

B - 729EHI (CZOP £ 1 1), 35 X UF 29 H & LI b BAYE

BEINTZ1200109 b, Bk HS S/ 118 41
RSB & Lo & 5105 AL E B
(PAPM/BP #: 5 #i, CZOP # 2 #1), iR &HHE (i
TN ) %A 3 %46 # (PAPM/BP # 2 6, CZOP
1B, BFH R SEE BOER (PAPM/BP # 4 i, CZOP
T 3 61), FEREEFAMIE H ASEFAMGAS 1T 78 72 3Bk IR REST & L
T, HEHLIBIEG (PAPM/BP B 16 (12 7E0% 25

B ARG L7720, FEFMEE 25T RETH -
7=iEBI (PAPM/BP #: 1 61, CZOP 4 1) % Fr\v72 92
%1 (PAPM/BP # 45 5, CZOP B 47 ) # A%k - &%
FYEOFHM G & L7z ARIYE - R IEO G RIE
Bl EHEE 5% Table 4 IR T o

G R TIE 42T, SR TR 65 ik DL o miiE AT
BEBITHT70% 2 Ho 7z ks & b IcBEoE s
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Fig. 1. Kaplan-Meier Survival Curve for Number of Days of Parenteral Antibacte-
rial Agent Therapy.
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Fig. 2. Kaplan-Meier Survival Curve for Number of Days until Symptomatic
Recovery.
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Table 7. Clinical Efficacy
. Effective Not Effective Efficacy Rate (%) Fisher-Exact Rate leferencg)
Time Group N between Groups®
(%) (%) (95% CI) Test
(95% CI)
PAPM/BP 40 38 (95.0) 2 (5.0) 95.0 (83.1 ~ 99.4)
After 7 Days P = 00516 155 (1.8 ~29.2)
CZOP 44 35 (79.5) 9 (20.5) 79.5 (64.7 ~ 90.2)
PAPM/BP 45 44 (97.8 1 (22 97.8 (88.2 ~ 99.9
End of Treatment / (97.8) (22) ( ) p=01112 105 (0.1~ 21.0)
CZOoP 47 41 (87.2) 6 (12.8) 87.2 (74.3 ~ 95.2)
@ PAPM/BP — CZOP
Table 8. Antibiotic Effect at End of Treatment
Eradicated = Decreased Pgrtly Continued Inadequate Eradication Rate Fisher Exact Rate leferencg )
Group N (%) (%) Eradicated (%) (7% (%) Test between Groups®
0 0 (%) ° ° (95% CI) (95% CI)
PAPM/BP 45 15 (333 3 (67 0 (0.0 1 (22 26 (57.8) 789 (54.4 ~93.9
/ (33.3) (6.7) (0.0) (22) (57.8) ( ) p = 1.0000 0.0 (= 259~ 259)
CZOP 47 15 (319) 1 (21 0 (0.0) 3 (6.4) 28 (59.6) 789 (54.4 ~ 93.9)

4 PAPM/BP — CZOP, indeterminate cases excluded

D% ir o725, PAPM/BP BED 03X ) %0 o720 72,
EEE, RIC 80 L Lo BE X PAPM/BP O A5 &
%otz

2. HHHEK

AN S R 550 15 FH BU IR S8 5- H 80ds & OEIR
WEAH, BozhZ2hogpby), SEEEN, KRR
IR ORISR G- OF W O 7 70V — T B % ik
H#¥t% Tablesb, 6273, F R4 HPIREIESRS HE
B X UYEIRYE H # o Kaplan-Meier #1230 < HERX
% Figs.1, 2128 L720

D ESHHPUR SRS H

FEHHHPUR SRS L, Il (25% s5~T75% &)
T PAPM/BP # 12 80 (7.0~120) H, CZOP %t 1% 10.0
(80~120) HT®» v, PAPM/BP # D)5 8ik:44 FIHUH 3
OG- AEI T - 7225, WEEHIAH B 21358
DENLH o7 (p=0.1480) F 7z ER), LR, K
BRBGE OMHEE G- OFENOVWThot T 7V —7
IZBWTH, PAPM/BP #A5 CZOP BT H$ F
ZIREDVEHOCHETH - 720

2) JERYEH K

sERYCE A B, HhIuili (25% H~75% »i) T PAPM/
BP #13 6.0 (50~80) H, CZOP #1% 80 (6.0~10.0) H
ThHY, BEHICHEEAEIRDO SN (p=00268), 72\
FTHhoOH 77V —FI2BWTh, PAPM/BP #A: CZOP
BEICHARTEIVECHETH - 720 BHIC THik] o%7
ZV—7TlZ, 1B H ¥ PAPM/BP B4 CZOP BRI 1
MLUCTHRICEVWHEE o7 (p=00243),

3. BRIRZEDAE - MO S Rh 3

D RBES 7 Hk - 358 TR BRR R

AP G- 7T Hi% - BG5RTRE ORI R % Table 7
WZRT. #5 7 HEDA R 1E PAPM/BP # T 95.0%
(38/40), CZOP BT 795% (35/44) TH V), & 5-#TH;

DAL PAPM/BP #T 97.8% (44/45), CZOP BT
87.2% (41/47) THo7zo FREBHBKOKE, wih
bMFEHICARLZIRO SN ah ol (EhEhp=
0.0516, 0.1112),

2)  FRBREEBCGHT R DM SRR R

B P TR OMIR A B9 R 2 Table 8 127”76
HEARERE B 2 B\ 72 R o e a1E, it e 12
789% (15/19) Th o720 F 7250k S MK E B O
2% Table 9 /R L7zo JRIFRIE 42 #1 44 #k (PAPM/
BP 7 20 %1 20 ¥k, CZOP #if 22 #] 24 #k) THih S #,
PAPM/BP T 789% (15/19), CZOP # T 81.0% (17/
21) Tholzo BERRHOWHIREE, IR R D
% 7> 7= Streptococcus pneumoniae (N =3 1) ¥ &ZAE, N
=V YHREEZVEHIN S 2 &) Tl PAPM/BP
B L OCZOPHEZ N2 6/6, 7/7, Haemophilus in-
fluenzae TIZZNZEN5/5, 4/8 TH o7z,

4. BHH

1) FEARATHRE R

REGF LRI 1 O ABEI Rl B X ORGP 3845 -
HIMICBT 2 1 AdH72 ) OEH#E % Figs. 3, 4120,
PAPM/BP # X OF CZOP #2811 5 ABEHIHIE, £h
ZNPHTI30H, 135 HTH o7

ABEHI I 31T % WG # X, PAPM/BP I, CZOP
HTENEN 262862 1, 276720 I TH Y, PAPM/BP
FEDFTH CZOP BE L D 13858 MMRAATH - 720 F 72114
PURZES G- IRNIC 310 2 i td, T h 2 h 218,604 11,
236421 1] T& 1, PAPM/BP # @ Ji 5 CZOP B & 1
17317 MR TH - 720

WERTTIX AR, TR HPTRSSG M & 12, &
BRI F DLAME 3 X C PAPM/BP BEO J 0MKE & % >
7zo 7B, REHGIHO 720 O HIZ PAPM/BP # 37
M, CZOP # 284 M TH - 72,
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Table 9. Antibiotic Effect on all Isolated Strains

PAPM/BP CZOP
Isolated Strains Total . b PE c | %r;ii?ag;sl . b PE c . %ﬁdeifag;:;l
S. pneumoniae® 10 310 0 0 0 | 3/3 (—) 710 0 0 o | 77 (=)
PISP ) 2 2 0 0 0 0 | 22 (=) 0] o 0 0 0 —
Gram | pggpb) 2 1 0 0 0 0 1/1 (=) 0 0 0 0 1 —
((j:C)Ci S. pyogenes 1 0 0 0 0 0 — 0 0 0 0 1 —
a streptococcus sp 1 0 0 0 0 0 — 1 0 0 0 0 /1 (—)
Subtotal 16 6 0 0 0 0 | 6/6 (—) 8 | o 0 0 2 | 8/8 (—)
Gram
(=) | M (B). catarrhalis 2 1 0 0 0 0 1/1 (=) 1 0 0 0 0 1/1 (=)
Cocci
E. coli 1 0| o 0 0 0 — 1 0 0 0 0 /1 (=)
K. pneumoniae 2 0 1 0 0 0 0/1 (—) 1 0 0 0 0 /1 (—)
Gram | P mirabilis 1 0 1 0 0 0o | o/1 (—) 0] o 0 0 0 —
(=) | P. aeruginosa 5 1 1 0 1 1 1/3 (=) 1] 0 0 0 0 /1 (—)
Rods ) influenzae 13 50 0 0| 0o o |55 (=) a1l 1 0| 3| 0| a8 (=
H. parainfluenzae 4 2 0 0 0 0 2/2 (—) 1 0 0 0 1 /1 (—)
Subtotal 26 8 3 0 1 1 8/12 (66.7) 8 1 0 3 1 8/12 (66.7)
Total 44 15 3 0 1 1 | 15/19 (78.9) 17 1 0 3 3 [17/21 (81.0)

E: eradicated (including presumably eradicated), D: decreased, PE: partly eradicated, C: continued, I: inadequate, E-rate: eradication rate

) Eradication rate indicates the proportion of ‘eradicated’ or ‘presumably eradicated out of the total cases, excluding inadequate cases, for

each pathogen.

b Classified as PISP or PSSP when clarified as penicillin-intermediate sensitive or penicillin-sensitive S. pneumoniae, respectively.

¥ (%)
Total: 262,862 (100.0)[ | Total: 276,720 (100.0)
284 (071),
300,000, ~ 3
37.(00) 13,747 (5.0)
3124 (1:2) 36,022 (13.0)
250,000 41,325 (15.7) : :
42,660 (15.4)
200,000 41,450 (15.8)
(¥)
150,000
100,000 176928 (67.3) 184,007,(66.5)
50,000
0
PAPM/BP CzZop

m Medical cost of treating drug-related adverse events
O Cost of switched or concomitant antibacterial agents
0 Cost of PAPM/BP or CZOP

O Clinical test fees

B Cost of Hospitalization

Fig. 3. Treatment Cost (¥) during Hospitalization.

2) H7I7N—7 (BRI, HEIEEER]) DR

P, HERERN IR T 2 L L 724K % Table 10
(7NN

ABEHIIC B 208, sER, FIERER & b1

¥ (%)
Total: 218,604 (100.0)| | Total: 236,421 (100.0)
250,000 284 (0,1,
35(00) 12.247 (5.2)
(1:1)
2L 36,022 (15.2)
200,000 41.325(18.9)
40,757(17.2)
38,723(17.7)
150,000
(¥)
100,000
136:102(62.3) 147:111(62.2)
50,000
0
PAPM/BP CZOoP

m Medical cost of treating drug-related adverse events
O Cost of switched or concomitant antibacterial agents
0 Cost of PAPM/BP or CZOP

O Clinical test fees

B Cost of Hospitalization

Fig. 4. Treatment Cost (¥) during Parenteral Antibacterial
Agent Therapy.

PAPM/BP #£2% CZOP B X WIRETH - 720 F 7214 H
PO ST 52 B 2 R LT HEE FEF 0 & CZOP
A PAPM/BP B X VIRF TH - 7225, EhDSLTid
PAPM/BP %A% CZOP Bt & W KA TH - 720
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Table 10. Sub-group Analyses of Medical Cost (¥)
Analysis period/Diagnosis PAPM/BP czor Difference?
Total 262,862 276,720 — 13,858
Pneumonia 264,572 276,701 — 12,129
During Diagnosis
2 Acute exacerbation of chronic pulmonary diseases 258,161 276,768 — 18,607
Hospitalization
Moderate 261,155 275,575 — 14,420
Severity
Severe 270,758 281,552 — 10,794
Total 218,604 236,421 - 17,817
. Pneumonia 222,430 233,849 — 11,419
During Parenteral Diagnosis
Antibacterial Acute exacerbation of chronic pulmonary diseases 208,081 243,150 — 35,069
Agent Therapy Moderate 214,919 239,273 - 24,354
Severity
Severe 235,645 224,379 11,266
@ PAPM/BP — CZOP
Table 11. Sensitivity Analyses of Medical Cost (¥)
Analysis period/Diagnosis PAPM/BP czor Difference®
Base 262,862 276,720 — 13,858
During Hospitalization Minimum 246,122 259,180 — 13,058
Maximum 265,921 279,677 — 13,756
Base 218,604 236,421 - 17,817
During Parenteral Antibacterial Agent Therapy Minimum 202,020 218,989 — 16,969
Maximum 221,430 239,236 — 17,806
< PAPM/BP — CZOP
Table 12. Number of Drug-related Adverse Events
PAPM/BP (N = 59) czoP (N = 59) Total | Fisher-
(N = 118) exact
mild ‘moderate‘ severe ‘ total mild ‘moderate‘ severe ‘ total test
Total” 13 (22.0) 19 (32.2) 32 (27.1) | 0.3005
Subjective/Objective Symptom® 10 (16.9) 14 (23.7) 24 (20.3) | 0.4932
Abnormal hepatic function” 4 (68 |1 (17) |00 | 585 |4 (68 |00 |00 |4 68| 9 (76 —
Superinfection® 1 (17) |00 |00 |17 |00 |2(34) |00 |2(@34)]| 3 (25 —
Others") 3 (51) | 2 (34) | 0 (00) | 5 (85 |12 (203)| 2 (34) | 0 (0.0) 14 (237)] 19 (161) | —
Laboratory Abnormalities® 3 (5.1) 7 (11.9) 10 (8.5) 0.3220
Elevated LDHY 2 (34) | 0 (00) | 0(00) |2 (34) | 1(17) |0 (00) |0 (00 |1 (L7)]| 3 (25) —
Elevated ALP) 0 (00) | 0 (00) | 0 (00) | 0 (00) |2 (34) |0 (00 |0 (0 |2 (34| 217 —
Elevated eosinophil percentage® | 0 (0.0) | 0 (0.0) | 0 (0.0) | 0 (0.0) | 2 (34) | 0 (00) | 0 (0.0) |2 (34) | 2 (1.7) —
Others® 2 (34) | 1(17) |0 (00) |3 (1) |4 (68 |00 |00 |4 68| 7 (59 —

2 Number of cases

) Number of diseases

3) RS
RS L7 7 VI LT, AR OB 2 2L S

(11.9%)9

-2

— HG

Bhix, PAPM/BP #C 3 61(51%)5 4, CZOP #:T 7 #l
W57z (Table12), F 74 iR,

A (ME - KIEET V) OBEBEE IR 5K
BT R ERi L7 ZOMRE, ERBITERGIHRL
b 59, PAPM/BP #ASCZOP B X W IRE TH - 72
(Table 11),

5. L&tk

GEVEFM AT 560 118 B CERSE & ORI 5E
T&HRWAES %13 PAPM/BP # T 1361 (220%)16
fF, CZOP BT 19 #1(32.2%)29 1, EiRMAAE D RH 2%

PAPM/BP ¥ CTi, FF#se®® (G, LDH¥m (2
) T, CZOP BETIINFHEBERE (4fF), EHIES (W
SACHE), BFERERTT 4>EHIM, ALP 3400 (% 2 1) TH -
720 BIVERIIC X D vk L72SERNE 4 BICERD S 728,
PO RIS E /23R L7z WIS EELZD D
K, MBERORBEEICAEEIRDON o2
(Fisher O IEfEME, p=0.3005)
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1. {BE#HK

ARRBRCITHEE 723 EREOME LRI F 7212
P2 P 2R R D R R AT L CHRIA WL AR 7 b
Vef L, MABRBREITZ D W ISR LRSS
PAPM/BP iG# H %, H=MA L7 = 2 RPURHE
CZOP Z xR L L THET L7z, RBEEOH G, JHEH]
SHMEILLEE L, ZDHIZEIM L8 6 EREE o % 554
e - T F MBI~ 2 W L CTHERIT A 2
Ll L7z, ABRERG KT OIMEEZHE L o 72BLH
i, BEIEICHERPHREEORENR L L2 L, B
SRR F 7RIS X D PUR SR OB 5N % 16 0%
HEtoMENHHZ L, —HOBRELRETH D,
XD EHERBICHL-FMIZ T 5720 THb, TD2D
ARERERTIZ, RIRERET TOERMOHIWI W35
EOBGWIMZFMT5 & & b1, BENRFEM®EE
LT, BISEDSIERT R (K - FIEkEL - CRP) D
EHBOFM S AT o 72 FEFHH B Td 2 69 H g,
REBFEB X Mo HE~OYE: 2 & &0 725 P
FOWG HEZESHEREX G B e LT Lz,
S HICHBINICBIYEOUGE H Bz 5§ 2 72012, I
W TR GE O L2 2 I REIREL CTdh 21K - CRP - [ ILER
BAsE DICHHEMICEET 5 T TOHEZ ERGEE H &
ELTREEL,

WREZ Y 5 &, AR ERS B, ERTGE
H% L 312 PAPM/BP B4 CZOP B X W BRI TH 0,
JERG H B3 E B HROEHS AL, ZHZ
(&, BWEITEN S R PR EGSRE IS 5 v
ISRA N RPUHSE IPM/CS LMoy B-5 7 & A R PUH 38
(ceftazidime (CAZ) F 72 iZ sulbactam/cefoperazone
(SBT/CPZ)) O HEOMEZITB VT, [FERH
RPBONTV D, ZORBRTIE, W RHEBILIE
PEENTE VBN GIERE D R 5720, HHFEHIK
OB ILBIZTE RV, DIV NRR LRI DM
DTz hREELL-T7 5 LRMHELD HEHA
BEEHTH Y, FICHFBINIREIC X 2R H K
EARRER & FARIZ H VSRR A RPIRSE D 7 h B
o7z

B DG #E TR O BRIRR R, £ h 2 PAPM/
BP #C 97.8% (44/45), CZOP T 87.2% (41/47), &
R OHEERIIMAEL BI2789% (15/19) THo720 B
HRRIZIAR TR R 0o 7288, HEE M S
NIEGID A%, FEIEIAHTS 5,

P, B, RBEGH OMEEEROFETY T
TNWV—T TR LR T, EAREERSH
Bb L OERIGEH o fiix, EHICHEEDLIE
PAPM/BP #A° CZOP #: &£ W G CH o720 Lo T2
NODOHFIZHERE L, IPREFEIERBEICB VT
PAPM/BP & CZOP \Z bR TIEHR A W % fHi S 5 0]

REVED I CE B E 2o 720

2. BB OHHT

ERIBEFFN I T, BHEMROMEGDEIZL 5
T, — MBI RN R0 (cost-effectiveness analysis),
A 04T (cost-utility analysis), #HE2E20HT (cost-
benefit analysis), % H#&/ML5#T (cost-minimization
analysis) D 4 DO FFIHEEIN L, EYYERHFICBIT
LW RO, BRME ERE), Mw
RNAR (RIHRE) PCHNER G HBEIB T o5,
L2 LA W R RII BT & S8 2 3 R L
LCTIEEAEICRITTEY, k5 HEIXEREICS
I ABE L HBEBRICD B 720, BRI
WE RV, F 2 TARRBRTIE, BB 2 M RER
HOREE BIR) FIBIEHREFETH S L OFifRICEDE,
BHRICE L 728 % E S 2 2 e /ML o0 CREAifl
L7zo FABRBBA BN ENHTHE Z Lo B
RADEFEIRESE DO RMBEE LT, BmRICE L,
BB OKRTEHI L 720 0T IEREOBHEOACHAM
BV EARE L7 B OB O i1 - 720

RGN TlX, PAPM/BP B, CZOP BEORERSEE X,
R HEH) OFS A K FH OB AT D 72 ) HAl 2 T
BbEDLI LI VHEB L, RBEROENL, —iF
L CTPAPM/BP (7 v X= %) @ #Afilx 05g T 2,021
M, CZOP (7 7 — X b ¥ ¥®) o33 1g T1925 &
L CTAT o 720 £ D720 [ Uik # M TdHh ik, PAPM/BP
DFiHs CZOP & ) b kBB IR L 7 578, AR
T, AFREHIHE S X OISR ERG M E b1
PAPM/BP DG E X CZOPH X 0 QIR L o 720
Z1UE PAPM/BP 12 & % iR % I I i sh S 03, T SE#] o
ML LMo/ 255,

BRI OWT, KRB L OEEEN O 7 7L —
TIENT, B X OMAE T IV T 2 IR & i L 7=
A3, TESHHPR R G HIEIC BT 5 TEE] 2R
RTOT — ATHERGH L MO EI RSNz, Lz
255 T, PAPM/BP 1 CZOP X ) 3 B WHEAIBHIZH e
b oY, HFEETIE CZOP KD, &5 \WIXEBEH
WAHEPHHFCTELMREETHLLEZOND, B,
BTR35GBV B HEEFI O R O RIS
DVWTHERZRL TV AWAS, PAPM/BP BEOHEMHEIC
HMOBm=2—F /0y -5 7 ¥ v — LRHERE
FLA DRSS PRI S NER DD - 72720, 1)
BACTHEH SN HIIHIEDO B H A CZOP#E X )
PAPM/BP BEICBWTEEHTH -2 —J7, CZOP R
BUH L TlE, AR E L REEIMEH ST 5
HEDVED» o T2

PRPEM-I 2R D R &G -E D15 PR 8% 5- 1
BIZB T 2B L <, BB Am g HE A A
Rip 720, HEOHKIITE 2V, @FIIEmIN
72 MR kIR 2 R ASE 12X % IPM/CS & B-F 7 & A
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PR (CAZ £ 7:13 SBT/CPZ) OBEMZNRME O L
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The purpose of this study was to evaluate the number of treatment days in panipenem/betamipron
(PAPM/BP) and cefozopran hydrochloride (CZOP) regimens, and the pharmacoeconomics of these drugs for
the initial treatment of moderate or severe respiratory tract infections. On admission, patients with bacterial
pneumoniae, community-acquired pneumonia, or acute secondary exacerbation of chronic pulmonary dis-
eases were allocated randomly to a PAPM/BP or a CZOP therapy group. The number of days of parenteral
antibacterial agent (including switched or concomitant ones) therapy and the number of days from admis-
sion until all body temperature, CRP and WBC results recovered to their standard values up to 29 days were
evaluated. The total treatment cost during hospitalization and during parenteral antibacterial agent therapy
were also estimated.

Ninety-two cases (PAPM/BP therapy group, 45 cases; CZOP therapy group, 47 cases) were examined for
efficacy and included in the pharmacoeconomic analyses; nonbacterial infection cases were excluded from
the 120 enrolled cases. The number of days of parenteral antibacterial agent therapy was 8.0 for the PAPM/
BP group and 10.0 for the CZOP group (median, p =0.1480, Wilcoxon rank sum test). The number of days
from admission until recovery of the three above-mentioned symptoms was 6.0 for the PAPM/BP group and
8.0 for the CZOP group (median, p =0.0268). Both time periods were shorter numbers for days for the
PAPM/BP group than for the CZOP group.

The mean total treatment cost (including the costs of hospitalization, PAPM/BP or CZOP, switched and
concomitant antibacterial agents, treatment for drug-related adverse events, and clinical tests) during hospi-
talization was ¥262,862 for the PAPM/BP group and ¥276,720 for the CZOP group (variance; ¥ —13,858).
The total treatment cost of parenteral antibacterial agent therapy was ¥218,604 for the PAPM/BP group
and ¥236,421 for the CZOP group (variance; ¥ —17,817). The cost was lower for the PAPM/BP group for
both comparisons. Although the cost of PAPM/BP itself was higher than that of CZOP, in cost of other items
was lower in PAPM/BP group.

The efficacy rates at the end of PAPM/BP or CZOP therapy were 97.8% (44/45) and 87.2% (41/47), respec-
tively. The frequency of drug-related adverse events was 22.0% (13/59) and 32.2% (19/59), respectively.
No severe drug-related adverse events occurred in either group, and all the events recovered or improved
with the cessation or continuation of the drugs.

In conclusion, PAPM/BP therapy for the initial treatment of moderate or severe respiratory infectious dis-
eases enable a shorter hospitalization and a lower treatment cost than CZOP therapy.



