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DQ-2556 1 H 0.5g ¥ & U81.0g, | H2ERELFLICHRN L, TREBRECHT S
AYE (ERIULOLE) 1E, Fik 76.5% (26/34), MMMEITHRIREE T RBSR7/9, [AEXIL
BAE (RABF) 6/7 T, RETIZT8.0% (46/59) TH ot 1 EMESRFIEYH120.5g 1
H2E#&5273.7% (14/19), 1.0g 1 H 2 E#%54183.3% (30/36), TH -1, EAMEMN
%R (AMB L UERROLEK) 1, MEEBMRES 86.4% (19/22), BBBEBRIESR 4/
6, 24T 82.1% (23/28) T#H -7z, Staphylococcus auveus DIHKIEIX 5/9, Streptococcus
pneumoniae 5%, Haemophilus influenzae 8 #k 8 & U Moraxella catarrhalis 4 ¥RIZ2ERH K L
7ro FRESRIAE I 3 PIOSEIF R T, £FITH RN LEMU LTS >, BIFER RS,
MEMERME, FTHE LT, wiFhd 1ERSE1.0g DEFTH- 2 (BREEK3.9%). &
RMEEREEMIL, 05g 1H2EH®S 8LV 1.0g 1H2EAREDORAENELETNS.3
% (2/24) BLU23.9% (11/46) THH, HFREREBELZ LD TH o1,

2. FABRMHERR

MERERERLE L, DQ-2556 0.5g 1H2E (DQ-1.0%) 8L U*1.0g 1H2ME (DQ-
2.08) 02 AR XK ceftazidime (CAZ) 1.0g 1 H2 BEDOMKRR & LKL Iz, DQ-
1.08, DQ-2.0 B L U CAZ HOEMEIR, ThFN94.4% (17/18), 82.4% (14/17) B
XUr94.4% (17/18) TH Y, IEHMCEREZERED SN, BRBHAFIE, DQ-1.0
B£8/8, DQ-2.0 2 8/8, CAZE£5/6 T, IHMIcERERAShkd >, BIFAIIX, F¥-
BEHDQ2.0ED 1 HATAONIDATH >, BRAREMREEHORTERZ, DQ-1.0
B 13.6% (3/22), DQ-2.0B£30.0% (6/20), CAZH#£28.6% (6/21) TH Y, 3HMIcEE
EBTD SN T8, DQ-1.0 BEoMl 2 BB o oo TRRELXEIZ, FFREERE
HEkAONI, ARV TL IHMAREZRTID Shieh o7z,

Moy 5>, DQ-2556 kA 2R LT A TRERRECH LEATHY, R
MLTIE0.5¢g 1 H2EKRS CHARBRIRSPRTEZ EF L 5N, 72, DQ-2556
DOELMIICAZ L IZZRABETH L LHHlEN Y, SHREFAREHPT I LECI->TEY
BoSpICLTW LERH B,
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MEB L UBEOHRBE L Lz (Bt WP Ek
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EEREEHR, THESZREN L ORRBES
(o> icBfbDY ], [F2BFEBD ), MFED2 0
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oo BRAMRERSRE L URSH LRESHCRHIE
L, [BOTHA] [BR), [**FH] [BRETXR
v, FELL V] O5BETHEL 7,

F— 9 DEEICHL Tz, HRREEMMHERS
LUK XM7 4+ Vo (ARRNBROBEDA) 2
bETWTEREF EMRNL, MBACO>LTIRERE
LML, —HEKBERICELTR, THELGS
LiRREBMRF—F LT L, ARMNER
VTR, NERASH, THELHRL-RARYS
LF—2 kRN L TSI L 2L ek, &
RECEE L, 28, ARRNEROMERLHHR
ZOLTR, FREKHELL LI/NBREVRNLE
RREL 12,

7. BIRB X UT— 5 8BiT

ARRBNBRIC B TiL, BEKRTH®, NERET
ERDED K ERD, EHEEEL 2%, 3~ bo
—IHHRL, TS OERTEERL 2o BITICI,
REBIULHFOBMEICIE L x?BE, Kruskal -
WallisRE, Tukey DZELEKLZYDOFEZAWL
2o BEAMIEHIS% E LT, 28, BITIIE—H

FEASHELY L 1,
II. & |
1. —fRERDKEARR

1) EFIOMES L UBERR

No. of patients evaluated for clinical efficacy:
Total 63 RTIS9 UTI3 BTI1

Reasons for exclusion and

dropout from evaluation

<Exclusion> 10 patients

- Diseases not included in protocol 8 patients
+ Unclear symptoms of infections 2 patients
No. of <Dropout> 5 patients
patients - Discontinued due to adverse reactions 1 patient
enrolled: - Insufficient medication (less than 3 days) 2 patients
Total 78 - Concomitant use of corticosteroids 2 patients
RTI 3 No. of patients evaluated for side effects:
UTL 4/ ™1 Total76 RTI72 UTI3 BTI1
BTI

— in laboratory findings:

No. of patients evaluated for abnormal changes

Total 72 RTI68 UTI3 BTI1

No. of patients evaluated for usefulness:
Total 64 RTI60 UTI3 BTI1

RTI, respiratory tract infections; UTI, urinary tract infections;

BT]I, biliary tract infections

Fig.1. Patients evaluated in open study.
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R SERSL 18 BT, MR- B E o7 156
EPROBHABRYREUENREFNTH- %
(Fig. 1)o K5 « BEEERONIRIE, SRR 8 5,
BRERTIRE 2 B, BEEBRE2H), R7oAF
KtR 2 B L UBIERIC L 2FIE 1 BITH> 2. Bl
VERMEN RER 12 76 B, MRREMERELERHE
SEREEFNZ 72 BT H - 7o B AMHES REH I,
B R 0 SR 4 S ) v B P e AR 2 AR 7z 64 BT
Holz,

#1IFTH- 1,

2) ERRRIR

5B AR R % Table 4 2R LTz, 2RBTR
#RTH (11.1%), HRH4251 (66.7%), PLHEZ
8 (12.7%), 264 (9.5%) T, AWE (B
BLEDIE) 1277.8% (49/63) THore, EREM

Table 1, Age and sex of patients in open study

HAREN R ¥ EX RIERF 0 BEH % Tables 1~3 i Age Sex Total (%)
U Tz M 22 M S 94 THATL, 50 BU (yr) — fomale
Enetkn 88.9% 2D T, B KiZIZIZHFHIC
HEL TV, REOEERE, hSENL-oLbE -2 3 3 E‘-"
{ 65.1% % i b, K> TEEE 30.2%, BiE 4.8% D ig“jz ; ! z(;g
BETHo7, lHBRESETIZ1.0g 1 H2EH39H] 50~59 . 10 (15'9)
(61.9%), 0.5g 1 H2E»120 41 (31.7%), % DAl 60~69 u 8 19 (30.2)
- ~ H ’
AP (6.3%) ThHote, BEHIMIZ, 8~14 HRMHH 0~79 9 8 7 1.0
B LD 57.1% % 5o, 6~7 HM2$25.4%, 3~58 80~ 5 5 10 (15.9)
st 15 AU ERENRETNI.5%BLU6.3%T
B0, EHHE LML 2 BRITRE R PIE L RER Total 34 2 63
Bl > 7z, BRBINRE, sk IHCHRE 34 7, Mt G G40 W60 100
RS B RS 9 B, [EXILRE (BRK) 7 Minifnum age: 22 yr
B % & FREBEAE 59 B, RESRRHAE 3 5, HE Maximum age: 94 yr
Table 2, Severity of illness of patients in open study
Severity of illness
Diagnosis Total
mild moderate severe
Respiratory tract infections 18 38 3 59
Urinary tract infections 3 3
Biliary tract infections 1
Total 19 41 3 63
(%) (30.2) (65.1) (4.8) (100)
Table 3. Daily dose and treatment duration in open study
Treatment duration (days)
Daily dose® Total
2 3~5 6~7 8~14 15~ (%)
0.5 g b.i.d. 2 6 12 20 (31.7)
1.0 g b.id. 3 10 22 4 39 (61.9)
2.0 gbid. 1 1(1.6)
Changed 1 2 3 (4.8
Total 1 6 16 36 4 63
(%) (1.6) (9.5) (25.4) (57.1) (6.3) (100)

® b.i.d., twice a day.
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Table 4. Clinical efficacy in open study

No. of Clinical efficacy
Diagnosis . Efficacy rate (%)%
patients  gycelent good fair poor
Respiratory tract infections
Chronic bronchitis 4 3 1 3/4
Bronchiectasis with infection 7 1 5 1 6/7
Secondary infection of
. . 9 1 6 2 7/9
chronic respiratory diseases
Pneumonia * lung abscess 34 4 22 3 5 26/34 (76.5)
Diffuse panbronchiolitis 3 2 1 2/3
Others 2 2 2/2
Subtatal 59 6 40 7 6 46/59 (78.0)
(%) (100) (10.2) (67.8) (11.9) (10.2) '
Urinary tract infections 3 1 2 3/3
Biliary tract infections® 1 1 0/1
Total 63 7 42 8 49/63 (77.8)
(%) (100) (11.1) (66.7) (12.7) (9.5) '

* No. of “excellent” and “good” patients/no. of patients evaluated.

» Cholecystitis.

Table 5. Clinical efficacy classified by daily dose in open study

Daily dose®

Diagnosis Total (%)
0.5 g b.i.d. 1.0 g b.id. 2.0 g bid. changed
Respiratory tract infections
Chronic bronchitis /12 2/3 3/4
Bronchiectasis with infection 3/3 3/3 0/1 6/7
Second: infecti f
on a-ry infection o o5 3/4 778
chronic respiratory disease
Pneumonia - lung abscess 5/8 19/23 0/1 2/2 26/34 (76.5)
Diffuse panbronchiolitis 0/1 2/2 2/3
Others 1/1 1/1 2/2
Subtotal 14/19 30/36
0/1 2/3 46/59 (78.0)
(%) (73.7) (83.3)
Urinary tract infections 1/1 2/2 3/3
Biliary tract infections® 0/1 0/1
Total 15/20 32/39
0/1 2/3 49/63 (77.8)
(%) (75.0) (82.1)

% b.i.d., twice a day.

» Efficacy rate: no. of “excellent” and “good” patients/no. of patients evaluated.

9 Cholecystitis.
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BIERNBEIL, Bk 76.5% (26/34), M1tk IR A4 % &
ZRBEHT/9, [IEXILRIE (BRER) 6/7TTHD,
TROERPELAETIZ78.0% (46/59) THo T &
B, REERIVEFICHT 225813 3HLAEMULT
By, EELD 1FIZRPHETH - %,
TRHEBRREC BT S 1 HRERNBE#EIL, 0.5
g 1B 2E#%E5073.7% (14/19), 1.0g 1 B 2 @#
5583.3% (30/36) T#H-7: (Table 5), #LHE7
BRXE (Table 6) &, BEBERBK84.0% (21/25),
BBERBRS5/6 THY, £ET83.9% (26/31) TH
otz HBBERRDS B Y7 LABBEEB LU T LB
MECT 2MERRIE, FLENT/IBLUBT.S
% (14/16) TH -1z,

3) MEFMRHR
TERERRECBII2EAHEINMELNNREE
Table 7 2R U 7o, BBMIBERRERIC 81 LR

(fatkib s X UERADLLE) 1386.4% (19/22), #
WRIBAER T2 4/6, £46T82.1% (23/28) T»
Stre HMBBRBKD S b7 7 LBEESBERICN Y
214583 5/8 THD, Streptococcus pneumoniae H
TG 4 B3 GIERY & 2 o 7o b, S aureus B
BHEDOBE 45D 15 TH% (Enterococcus  fa-
ecalis, Staphylococcus epidermidis [ BRR) HTWH
SNIDATHoT. 77 LBEEBEKBERL 145
WWBLTIRLEITHE (BER2H) REDHLN, &
S ENBRIE Moraxella catarrhalis 4 B, Haemophilus
influenzae 6 B, Klebsiella pneumoniae 2 % (18 S.
aureus - BRAR), Klebsiella oxytoca (E. faecalis iZ
BEHER), BLUP aeruginosa &1 TH- 1z, B
WERER L 6 Bt 4 FIHBRTEIEL 7o T h o BHBER
BeDH b S aureus BERRBETH > ILERISHFITH
D, COILEEMOBERBDONIDIZAHITH

Table 6. Clinical efficacy on respiratory tract infections classified by causative organisms in open study

No. of Clinical efficacy Efficacy
Causative organisms® . rate®
patients  excellent good fair poor (%)
Monomicrobial infections
GPB
S. aureus 4 2 2 2/4
S. pneumoniae 5 1 4 5/5
GNB
M. catarrhalis 4 4 4/4
H. influenzae 7 1 5 1 6/7
K. pneumoniae 3 2 1 2/3
K. oxytoca 1 1 1/1
P. aeruginosa 1 1 1/1
Subtotal 25 2 19 2 2 21/25 (84.0)
Polymicrobial infections

S. aureus + H. influenzae 1 1 1/1
S. aureus +S. pneumoniae 1 1 1/1
S. aureus + P. aeruginosa 1 1 0/1
S. pneumoniae + H. influenzae 1 1 1/1
S. :12*:4; + Staphylococcus sp. . ) n

S. aureus + B -Streptococcus
+E. coli + K. oxytoca ! ! "
Subtotal 6 1 4 1 5/6

Total 31 3 23 2 3 26/31 (83.9)

» GPB, gram positive bacteria; GNB, gram negative bacteria.
® No. of “excellent” and “good”patients /no. of patients evaluated.
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Table 7. Bacteriological efficacy on respiratory tract infections in open study

Bacteriological efficacy Eradication

No of
Causative organisms® (_) ° partially rate®
patients eliminated decreased . . unchanged  replaced (%)
eliminated
Monomicrobial infection
GPB
S. aureus 4 2 1 1 1/4
S. pneumoniae 4 4 4/4
GNB
M. catarrhalis 4 4 4/4
H. influenzae 6 6 6/6
K. pneumoniae 2 1 1 2/2
K. oxytoca 1 1 1/1
P. aeruginosa 1 1 1/1
Subtotal 22 16 2 1 3 19/22 (86.4)
Polymicrobial infection
S. aureus + H. influenzae 1 1 1/1
S. aureus + K. pneumoniae 1 1 1/1
S. aureus + P. aeruginosa 1 19 0/1
S. pneumoniae + H. influenzae 1 1 1/1
S. au + Staphylococcus sp.
reus taphyloco sp. 1 1o o1
+GPB
S. + B -Strept
aureus ‘ B -Streptococcus 1 1 11
+E. coli + K. oxytoca
Subtotal 6 4 2 4/6
Total 28 20 2 2 1 3 23/28 (82.1)

» GPB, gram positive bacteria; GNB, gram negative bacteria.
» No. of “eliminated” and “replaced” patients /no. of patients evaluated.

© P. aeruginosa persisted.
4 S. aureus and GPB persisted.

27

TREBRRECBTZEALED S b MIC i 10
ZOEHEEN, FOREIRX, S. aureus 38k, MIC
0.78, 12.5 B L U'50 ug/ml, S. pneumoniae 1 ¥k,
MIC 0.006 zg/ml A F, H. influenzae 3 ¥k, MIC
0.05, 0.78 8L 1*0.78 ug/ml, K. preumoniae 2 ¥k,
MIC 0.025 8 &£ 170.02 ug/ml, % L T K. oxytoca 1
&, MIC 0.013 ug/ml THot2e THOHRRED D
B MIC2812.5 8 & UF50 ug/ml @ S. aureus 2 ¥k 3
FHEL, ZOM8ERIZEEL L.

4) &wehH

BIfER L, HENRT6HF 1ERERL1.08D3
Bl (3.9%) @ &5tz (Table 8), FEKDAR

i3, FZ, MEESME, THRE1FAITHD, 2blics
WTEEDHIE &N, BB L UHERIRIZ, #&
Stz wLIzERHICHAL, THIIR, ®5451E
2HBBRL 2,

MARREMEREELE ITHENR 72 Bk 134 (18.1
%) HHh, 0.5g 1H2EK/ES LU 1.0g 1 H
2EIBREDRBERIIFNEFNS.3% (2/24) BV
23.9% (11/46) TH o7z (Table 9), EHL 2 Ex %R
HEIZGOT £&, GPT LRicRFTan s HEEER
BTHY, 664 8.3%) cEHo5h, FDS b 545
1.0g 1H2EKREEETH > . 2 DMOEREER
LT, FHREYD, kg%, YororEy
EMCREET 4 ¥ 28 MK EFOREEEEEE 6 5
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Table 8, Side effects in open study

Sex D 0) Sympt Severit Day of Administration
osage mptoms ever
Age (yr) g ymp y appearance of DQ-2556
male 108 eruption moderate 1 withdrawn
72 (1 days)
female 1.0 g b.i.d. . i
angor pectoris slight 2 withdrawn
54 (2 days) gor p &
female 1.0gbid diarrhea moderate 5 withdrawn
59 (5 days)

Incidence: 3/76 (3.9%)
Y b.id., twice a day.

BIUVIV7ZF=v 2V T7 IV AETF, RFE-~
47007V FREREANIBREREER?2
B, REABMY - REARMBRRE 1BITH 7,

5 HH%

TRERKECHT 2EA%REAE (BRAULD
HF) 73.3% (44/60) THD, REEREICBVT
BHENRIFILFAERAULTH > 72 (Table 10),
TRERJEOHAEERBICAS L, ik - Mt
IBIE 73.5% (25/34), MRMIPRBBHEBKRER7/9,
K[EXHRE (BREF) 6/8 2K Tho7e,

2. FIRBETHR

1) BEEBIUREHFEORE

FE—HEKFARY O R, DQ-2556 1, 1.0g 1 H
2MH, 5 HREAME S THICRIEL 2 585/, B
KREEREEERIZD S o7, BREITRR
FHER R E TO—REBERBROER, TREBPIEIC
T 351H1.0~2.0gMERFOBEHEIZ, 74.5%
(38/51) Tholze ZD>bRBRREIRDEER, T4
bHEE 37°CLE, AMmEREK 8,000/mm® L+, CRP
(+) AER# T hEELUTOMLICBRE L 288,
0.5g 1H2EHEBLU1.0g 1A2EBREDERY
X, ThTh4/6 BLXU6/TTHD, FAREMUEL
THENT, ERRC, BiEd 2 iR,
CRP (+) UETTRESh2RBRPEROBERER hEE
UToRMTRERRECBREL 2BE, BRIEIZ
0.5g 1H2EIZEB LIV 1.0g 1H2EHEH] Iz
PIERAL (4/4 BLU6/6) THo1z, BIFERAI, 1
Bl1.0gHBE5D3FNT VL —ERD 2\ 121438
EREEL 7. BRREEERLEIL, 0.5g 182
BifETiRE&ES LM o728, 1.0g 1 B2 EK¥ET
BRECGOT BLUGPTOLAEBESDSh, 2hd
DEBARIZI0% %28 E, AREPAESBI IR,

AFSHO¥SERIZ, 1H2.0g 18 2E) BE
DS T IR AT IRER NSRBI T 5 THEME N
HrZriexmL, KEARELY1.0g 1H2E, EA
BRE205g IH2EEBEL T,

2) AR

FHABRBALARTIC KM L - B RABESA DS RARDOK
iz, ZRAMcH L DQ-2556 0.5g (Jiff)//¢4
7 Vv 103.7%, DQ-2556 1.0g (S ffi)//¢4 7 »
107.9%, CAZ 1.0g (J1ff)//¥ 41 7 »98.8% T &
D, TOMOBARKRLID, WTFHORABRESRLH
BIZABLTwa Z LIRS,

3) EHOMEK

BRESEFAKIZ 05T, TONRIZIDQ-1.08£25
B, DQ-2.08 582181, CAZBUPTH - 1=
(Fig.2), BRERZNEHEX REH 2536, BEAH
EXRAEF 12 65 1, BMAREBIAYEERHENRE
ik 63 6, HERAMHENREMNIZS3IATH- 1,

EBRZN R EN RAERA & U7- 17 IO -BigE
H% Table 1R L7 bbb, HRAKBE
B, ENRICHYE, EELERERS L CBRSEEF
B& 141, F-HRERAERA 3B L CRRESRS
AT 7 = LRTENERE S HITH - 1z, ERD
TOREEBX TV AEFAS NI FAXEN TV, B
Tl LR E 2 2 BFBAS R Do DO THENR
gD,

28, BHENREADORAEIC BT IHMIE
BERlRkdhot,

4) BEWR

R ZNRHIEN RAES D BEWREFHAHIT OV
TR L 7% Table 12 2R L7, KRtkBE U
CRP DA B3 MM AR ZRY Baoh ('R
&, P<0.05% & U'P<0.01), i CRPiz@ L T
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Table 9. Abnormal changes in laboratory findings in open study

Sex
Dosage® Items (changes in values)
Age (yr) g g v
male 0.5 g b.id. (7 days) neutrophile (67-18%)
78
male 0.5 g b.i.d. (10 days) GPT (24-107 U/1)
69 ¥-GTP (1975 U/1)
LAP (38—81 U/1)
male 1.0 g bi.d. (5 days) GOT (40—81—24» U/1)
63 GPT (63—144—50" U/1)
ALP (325—656—633> IU)
urinary 82-MG  (18,000—+30,000 ug/1)
female 1.0 g b.i.d. (5 days) eosinophile (7—13%)
39
male 1.0 g bid. (7 days) Prothrombin (>100-+64—>100%)
72 activity
male 1.0 g b.i.d. (9 days) GOT (14—34—14> U/1)
42 GPT (8—50—13> U/1)
ALP (1.8—3.1—1.6 B)
male 1.0 g bid. (11 days) GOT (2139239 U/)
59 GPT (24—77—45" U/1)
male 1.0 g b.id. (14 days) eosinophile (2—-11%)
53
female 1.0 g b.i.d. (14 days) Cer (89.1—46.7 1/day)
70
female 1.0 g b.i.d. (14 days) GOT (13—36 U/1)
64
male 1.0 g b.i.d. (15 days) GPT (39—-112 U/D)
41
female 1.0 g bid. (19 days) WBC (6,700—2,900/mm?)
79 urinary protein (——+)
RBC in urinary
sediment (—-*many)
female 1.0 g b.i.d. (5 days) RBC (392—181 X 10*/mm?®)
69 Hb (12.6—6.0 g/dl)
Ht (36.9—16.7%)

Incidence: total, 13/72 (18.1%); 0.5 g b.i.d., 2/24 (8.3%); 1.0 g b.i.d., 11/46 (23.9%) .

® h.i.d., twice a day.
% Follow-up results.
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Table 10, Usefulness in open study
Usefulness Usefulness
. No. of te®
Diagnosis patients  Mmarkedly useful slightly  useless and "(ao
useful useful undesirable %)
Respiratory tract infections
Chronic bronchitis 3 1 3/4
Bronchiectasis with infection 8 6 2 6/8
Secondary mfe?tlon of chronic 9 1 6 2 /9
respiratory diseases

Pneumonia * lung abscess 34 4 21 4 5 25/34 (73.5)
Diffuse panbronchiolitis 3 1 2 1/3
Others 2 2 2/2

Subtotal 60 5 39 9
44/60 (73.3)
(%) (100) (8.3) (65.0) (15.0) (11.7)
Urinary tract infections 3 1 2 3/3
Biliary tract infections® 1 1 0/1
Total 64 6 41 10 7
47/64 (73.4)
(%) (100) 9.4) (64.1) (15.6) (10.9)

® No. of “markedly useful” and “useful” patients/no. of patients evaluated.

% Cholecystitis.

i3, BEERTESL DQ-2.0 Bictk~DQ-1.0 1
JUCAZBICERIZS B olz (Tukey DHE
HE, »wihy P<0.01),

EERRI R ENRER D 5 b &K EHBEES 1 22
# (DQ-1.08 8%, DQ-2.0 284, CAZ 26 #)
ThHY, TObHEERFIZ2045/TDQ-1.0# 74
(77 ABHERRIF, 77 2B EHERL46),
DQ-2.08 76 (/7 ,BHEERR 48, /7 AN
BERG3IF), CAZE 6 (77 LB MRS S5 H,
77 LEMERE 16, EHERRE2H (DQ-1.0
BHBLUDQ2.0HELH) T, wihb 2HEES M
JERITH > 7z (Table 14 ), MICAFIZ DWW T
&, MIC SEIE S ickiind iz (24 TI128),
SEHOHBENERAT I CRES B o7,

5) BEEERZNE (Tables 13, 14)

DQ-1.0 HOEKRLIR X 18 GR35I, A% 14
B, L1 B THELRE.4%, DQ-2.0 B TIZ 17 H
hEZ 146, LLER 1, 82 THERE S 4
%, CAZEFTIZ 18 BIhEZN4 B, HXI 136, &S
1BITCEMEM.A%TH > Tz, FEEIZR- 1218,
DQ-1.0# 210 ERIF, EX1B THBE
90.0%, CAZEER15FIHES I, L1145, &
1BITHEFEIB.I%THBDIHL, DQ-2.0 Bt

8HIFERS B, PLER1H, X2 HTHEEHES/
8 Tholz, HENREFTHLHREREICR > IBET
b, WIFhb IHHOBKMRCEREEZIFEDSNE
5 7:H DQ-2.0 BOAZEHMhD 2 B HAEME%E
Tl ¥/, BRESEFICR- 284, DQ-2.0
D S. pneumoniae BB 1 B8, E. faecalis (DQ-
2556 12X 3 5 MIC 50 ug/ml) WEZRLPLPER
RS UNEBMU LD TH -, TS, &
HOBEZ®EIX, DQ-1.088/8, DQ-2.0H7/8 8LV
CAZE6/6 THo T

6) ME¥EHZIR (Tables 14, 15)

DQ-1.0 HOMEZMZRHEN RIER 8 A TIZE
FleeLE ML, DQ-2.0 B Tix 8 fldiattit
78, BRR1FTHEAES/8, CAZETIZ6FIPE
M5, R 1BITHEES/6THD, IHOMHEL
RIeEERZZRBED O, o2,

7 REeH

BIfERIZ, DQ-2.0 B IcB W TSl RO LMK E
Mt 10 BB EERS L hEERBEHELESY
e 1PDATH- T, BE5HIE5 BEICTR
L, BZiRHEEL.

BRREMER Y EE (Table 16) X DQ-1.0HT
2% 38 (13.6%) wFIK (H MK EE D 14,
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No. of patients

excluded and  No. of patients

dropped out  evaluated
Clinical DQ-1.0 7 DQ-1.0 18
efficacy | DQ-2.0 4 DQ-2.0 17
CAZ 6 CAZ 18
Total 17 Total 53
No. of patients DQ-1.0 2 DQ-1.0 23
enrolled Side effects | DQ-2.0 1 DQ-2.0 20
CAZ 2 CAZ 22
DQ-1.0 25
DQ-2.0 21 Abnormal | Total 5 Total 65
CAZ 24 [} changes in
laboratory [DQ-1.0 3 DQ-1.0 22
Total 70| |findings |DQ-2.0 1| |DQ-2.0 20
CAZ 3[ | CAZ 21
Total 7 Total - 63
DQ-1.0 7 DQ-1.0 18
Usefulness | DQ-2.0 DQ-2.0 17
CAZ 6 CAZ 18
Total 17 Total 53

® 22 test; NS, not significant.

CAZ, ceftazidime.

Statistical
analysis”

NS

NS

NS

NS

Fig. 2. Patients evaluated in dose-finding study.

Table 11. Reasons for exclusion and dropout in dose-finding study

Reasons DQ-1.0v DQ-2.0® CAZ? Statistical analysis?

Diseases not included in protocol 2 3
Positive skin-test
Severe underlying diseases 1 NS
Concomitant use of forbidden drug 2 1
Insufficient medication (less than 3 days) 1
Pretreatment with cephem antibiotics 3

Total 7 6

® The group treated with DQ-2556 at doses of 0.5 g twice a day.
» The group treated with DQ-2556 at doses of 0.1 g twice a day.

© The group treated with CAZ at doses of 1.0 g twice a day.

@ »? test; NS, not significant.

CAZ, ceftazidime.
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Table 12-1, Background of patients evaluated for clinical efficacy in dose-finding study
Statistical
- 8) - b )
Items DQ-1.0 DQ-2.0% CAZ® analysis®
male 14 8 12
Sex NS
female 4 9 6
~39 4 1 1
40~49 3 1
50~59 4 2 4
NS
Age (yr) 60~69 7 7 8
70~79 3 3 4
80~ 1
~39 2 2 2
40~49 5 8 3
Body weight (kg) 50~59 4 5 8 NS
~60 6 2 5
unknown 1
Severi mild 8 9 3 NS
everity moderate 10 8 15 (P=0.067)
Underlying diseases no 6 4 7 NS
and/or complications yes 12 13 11
. no 14 12 10
Pre'tr‘eat.ment with ves 3 3 5 NS
antibiotics
unknown 1 2 3
7 10 7
Concomitant drugs ne NS
yes 11 7 11
) o ~7 1 2 1
Duration of medication 7~13 . 5 5 NS
(days)
14 13 10 12
i pneumonia 18 16 17
Diagnosis NS
lung abscess 1 1
<37 2 6 2
37~<38 11 4 11
Body temperature (C) NS
y P ( 38~<39 4 5 2
39~ 1 2 3
< 8,000 3 7 3
8,000~ <12,000 10 7 9 NS
WBC (/mm?®)
" 12,000~ <20,000 2 3 6 (P=0.080)
20,000~ 3

® The group treated with DQ-2556 at doses of 0.5 g twice a day.
® The group treated with DQ-2556 at doses of 1.0 g twice a day.

9 The group treated with CAZ at doses of 1.0 g twice day.

@ 2* test; NS, not significant.

CAZ, ceftazidime.
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Table 12-2, Background of patients evaluated for clinical efficacy in dose-finding study

Statistical
It -1.0% -2.0% AZ"
ems DQ-1.0 DQ c analysis?
<20 4
20~ <40 2 3 2 P=0.047
ESR (mm/h) 40~ <60 8 2 3 [ Kruskal-Wallis test ]
60~ 7 8 12 NS, P=0.148
unknown 1 1
- 1 P=0.006
CRP +~3+ 3 9 1 [ Kruskal-Wallis test ]
4+~ 15 7 17 P=0.001
- 3 NS
Cough * S S 8 (P=0.094)
2+ 9 5 10
- 1 3
+ 7 9
Volume of sputum 2+ 8 4 NS
3+ 1 1
unknown 1
M 1 2
P ty of sput PM S 8 ! NS
operty o m
roperty of sputu P 7 4 1
unknown 1 3
- 13 14 12
Dyspnea + 4 2 5 NS
2+ 1 1 1
. - 12 10 13
Chest pain NS
+ 6 7 5
- 4 6 3
Rales <+ 9 9 10 NS
2+ 2 5
Dehydrati - 16 16 14 NS
ydration + 9 . .
Cranos - 16 17 16 NS
yanosis + 9 ’

® The group treated with DQ-2556 at doses of 0.5 g twice a day.
® The group treated with DQ-2556 at doses of 1.0 g twice a day.
© The group treated with CAZ at doses of 1.0 g twice day.

9 x? test; NS, not significant.

CAZ, ceftazidime.
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Table 13, Clinical efficacy in dose-finding study
Treatment . No. of Clinical efficacy Efflca::y Statistical
v Severity atients rate®! analysis®’
group p excellent  good fair poor (%)
DQ-1.0 mild 8 3 5 8/ 8 1 test (efficacy rate)
moderate 10 9 1 9/10 (90.0) mild: NS
moderate; NS
total 18 3 4 1 17/18 (94.9) 40001 NS
DQ-2.0 mild 9 9 9/ 9 Kruskal-Wallis test
moderate 8 1 2 5/ 8 mild: NS
moderate: NS
total 17 vl 1 2 /17 (82.0) o1 NS
CAZ mild 3 1 2 3/3
moderate 15 3 11 1 14/15 (93.3)
total 18 4 13 1 17/18 (94.4)

® DQ-1.0, the group treated with DQ-2556 at doses of 0.5 g twice a day; DQ-2.0, the group trested with DQ-2556
at doses of 1.0 g twice a day; CAZ, the group treated with CAZ at doses of 1.0 g twice a day.
» No. of “excellent” and “good” patients/no. of patients evaluated.

9 NS, not significant.
CAZ, ceftazidime.

GOT EH -GPT LH 14, GPT LR -LAP LR 1
BI) DQ-2.0 8204l 6% (30.0%) o HBH (FF
hEk#E% 141, GOT L& 14, GOT £& - GPT +
A48, CAZE 21864 (28.6%) = 5
(FFEREk% 14, GOT L& -GPT LR 2/, &M
R4 -GOT +%+GPT L& 14, GOT £&-GPT
EH-ALP 514, GPT L&-ALP £&-y-GTP
ER-LAPLER16) L, IEORBERCEREZRR
o olchs, DQ-1.0 BORBEEH M 2 Bzt
BLIEMEZRL .

8) FHHM (Table 17)

DQ-1.0BoEAMK I 18BIFER 164, 2EH
18, BRATRW1HITERE88.9%, DQ-2.0 T
B17HIREA 134, LRER28, BATRV 24
TER¥7.5%, CAZEiZ18Hlth x b THA?
B, EA 146, *PHEALH, BEATRZV1IFTEHE
FRE8.9%THY, SHOEAMCEELZIZD S
nizdpote, PEEFICRS &, SHOBRAKCER
EZ08# ® 5 h (Kruskal - Wallis # £, P<0.05),
DQ-1.0#B LUV CAZEOERENZNZH 80.0%
(8/10) B X1F93.3% (14/15) THZDwxtL, DQ
20MOEHEIR4/S L, H2BIcH~REBETH-
720

. # =
DQ-2556 ix, cefepime (CEPM)” % X tf cefpir-

ome (CPR)Y Z ¥ L[RIEkiCT 7 LBBEBLIUSS
LeME I LBLVCHEESE 2 OEHBE 7 A
RAEMETHY, BT ¥ OREB X VRRBECH
TEIERRLOBEA»SRIKIN-bDTH S, X4
1, RBRELEDO—-RIERETHS 7 F VHHE,
FikERE, 1> 7V ¥E, BREEZCHLE
LOREARZ PAVEBLTWSY, GREICHT
Z3EFDMIC i3 CAZ T 1~2EE 2 bDD, BRI
ELEY FRBEMA TIZCAZ BB L RBEDE
EERL, Ty P ERAVWRAERTY, Bl UKE
s ESEREBNOBITHEIFTH S Z LSRR AN
T3 [B—MERRRRT— 5], AFOREREAR
B HMEEEME (64) 13, 1.0g 5N 1.96
MY tho7:, ARESRETHCAZY, CEPM? BLU
CPR® oM (448) 12 1.6 BFRTH S 1.7 B5RE
THY, KFXZh &R L AkOMPBERBS T
L7z,

TEEERAIRTREEEE 2 05g 1 H2ERSES
U 1.0g 1H2EEE2hLE LTRSS NE—#
BARRRICB VLT, TREERPEICHT 3 DQ-2556
DERFEIZ, Mgk - FLIRE 76.5% (26/34), BT
WEBBRB_RBR7/9, REXLRE (BREE) 6/7,
2%T78.0% (46/59) TH-1:, 1 HESEAIELD
®it, 0.5gl H2EHE5573.7% (14/19), 1.0g1
H2 RS54 83.3% (30/36) THYH, FEAEMMES
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Table 14. Bacteriological and clinical efficacy in patients with causative organisms in

dose-finding study

Treatment . Bacteriological Clinical
group® Causative organisms efficacy efficacy
DQ-1.0 S. pneumoniae eliminated good

S. pneumoniae eliminated good
S. pneumoniae eliminated good
E. coli eliminated good
H. influenzae eliminated excellent
H. influenzae eliminated good
K. pneumoniae eliminated good
S. pneumoniae + B-Streptococcus eliminated good
DQ-2.0 S. aureus eliminated good
S. pneumoniae eliminated good
S. pneumoniae eliminated good
S. pneumoniae replaced (E. faecalis) fair
E. coli eliminated good
M. catarrhalis eliminated good
M. catarrhalis eliminated good
S. pneumoniae + H. influenzae eliminated good
CAZ B-Streptococcus eliminated excellent
S. pneumoniae eliminated good
S. pneumoniae eliminated good
S. pneumoniae eliminated good
S. pneumontae eliminated good
P. aeruginosa decreased good

® DQ-1.0, the group treated with DQ-2556 at doses of 0.5 g twice a day; DQ-2.0, the
group treated with DQ-2556 at doses of 1.0 g twice a day; CAZ; the group treated

with CAZ at doses of 1.0 g twice a day.
CAZ, ceftazidime.

TR S iz, BRELSHETH > IEFIC BT 2R
i3, BENEERLH84.0% (21/25), BEBEFRH:
56 ChHh, 25 TIX83.9% (26/31) LEWETDH
ST, MEZMXRIL, BREMTAES, S
aureus DR K H15/9 Th - 1253, S. pneumoniae,
M. catarrhalis, H. influenzae, K. pneumoniae % ¥\
2EMEL, 2EOMARIL83.8% (31/37) TH-

1zo P. aeruginosa i3, 2R LRI 0T, IR IZ
FETERPo T, £z, EFBMMTAIBE, B4
BOHARIZ82.1% (23/28) LE»oTz, BHEB X
TV VF—fERE L HESRER 2 E0 3 FICEDH 5
h, BRK3II%T, 201 EHkE5ER$1.0gThH-
7oo BRREMIELH I, FCHREERETHD,
0.5g 1H2EREDRHEEHB.3% (2/24) TH 3
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Table 15, Bacteriological efficacy in dose-finding study

Bacteriological efficacy

c H isma® Treatment No. of decreased Eradication Statistical
ausative organism: R )
group” patients giminated  **  unchanged replaced ~ rate”  analysis®
partially
eradicated
Monomicrobial infection
DQ-1.0 3 3
GPB DQ-2.0 4 3 1
CAZ 5 5
DQ-1.0 4 4
GNB DQ-2.0 3 3
CAZ 1 1
DQ-1.0 7 7
Subtotal DQ-2.0 7 6 1
CAZ 6 5 1
Polymicrobial infection
DQ-1.0 1 1
DQ-2.0 1 1
CAZ
DQ-1.0 8 8 8/8
Total DQ-2.0 8 1 8/8 NS
CAZ 6 5 1 5/6

® GPB, gram positive bacteria; GNB, gram negative bacteria.

® DQ-1.0, the group treated with DQ-2556 at doses of 0.5 g twice a day; DQ-2.0, the group treated with DQ-2556
at doses of 1.0 g twice a day; CAZ, the group treated with CAZ at doses of 1.0 g twice a day.

9 No. of “eliminated” and “replaced” patients/no. of patients evaluated.

9 2 test (eradication rate); NS, not significant.
CAZ, ceftazidime.

DXL, 1.0g 1H2EKES O FKHEIF23.9%
(11/46) LBM oz, ZhdDRLM T 2 >
5, 1EHRERM1.0g 282 5 LEWEAPHRRE
HEEEEHORBEESEL L ATHENNTR A L
72

DQ-2556 Dffizk it 3 ZH AR % FBY I FE
T2HMNT, ThETRBLNTV 3 —REERARK
Erbriw, AF0.5g 1H2EA/EBLU1.0g 1
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L7z#3, DQ-1.08, DQ-2.0% s X UCAZEOE
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Table 16. Abnormal changes in laboratory findings in dose-finding study

Treatment Sex Items (changs in values)
group? Age (yr) ems (chang alue
DQ-1.0 male GPT (17-97-51" IU)

23 LAP (58—132 IU)
female WBC (13,500~2,700~2,800*/mm?*)
68
male GOT (17—35—40" IU)
55 GPT (19-56—72" IU)
DQ-2.0 male GOT (26—39—27% IU)
49 GPT (23—58—40" IU)
male GOT (21—31—33" IU)
62
female GOT (12—-32—26" KU)
55 GPT ( 9—35—30 KU)
female GOT (38—61—44" U/1)
71 GPT (26—35—33 U/1)
female neutrophile (48—84—60" %)
81
female GOT (17—41—21» U/1)
61 GPT (10—52—25" U/1)
CAZ male GOT (34—96—34" IU)
60 GPT (27—135—+42 IU)
female WBC (5,300—2,900/mm?)
51 GOT (29—40 IU)
GPT (2152 IU)
male GOT (21—-77—41® U/1)
37 GPT (21—103—71 U/])
male eosinophil (0—15—21% %)
75
female GPT (8—58—14> U/1)
60 ALP (127—511—161% IU)
y-GTP (11-108—29" IU)
LAP (114—288—146 GRU)
male GOT (35105 U/1)
53 GPT (39—148 U/I)

ALP (307724 U/1)

Incidence: DQ-1.0, 3/22 (13.6%); DQ-2.0, 6/20 (30.0%); CAZ, 6/21 (28.6%); statis-

tical analysis by x* test, not significant.

» DQ-1.0, the group treated with DQ-2556 at doses of 0.5 g twice a day; DQ-2.0,
the group treated with DQ-2556 at doses of 1.0 g twice a day; CAZ, the group

treated with CAZ at doses of 1.0 g twice a day.

® Follow-up results.

CAZ, ceftazidime.
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The clinical usefulness of DQ-2556, a new parenteral cephem antibiotic, in the treatment of
bacterial infections in the field of internal medicine and its optimal dosage in the treatment of

pneumonia were investigated.
1. Open clinical studies

DQ-2556 was administered mainly at doses of 0.5g b.i.d. and 1.0g b.i.d.. The clinical efficacy
rates for lower respiratory tract infections were 76.5% (26/34) for pneumonia, 7/9 for secondary
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infections of chronic respiratory diseases, and 6/7 for bronchiectasis with infections, or 78.0% (46/
59) overall. Efficacy rates classified by daily dosages were 73.7% (14/19) at 0.5g b.i.d. and 83.3
% (30/36) at 1.0g b.i.d.. The eradication rates of causative bacteria were 86.4% (19/22) for
monomicrobial infections and 4/6 for polymicrobial infections, thus 82.1% (23/28) overall, The
eradication rate for Staphylococcus aureus was 5/9, and five strains of Streptococcus pneumoniae, eight
strains of Haemophilus influenzae and four strains of Moraxella catarrhalis were all eradicated. Three
evaluable patients with urinary tract infections all showed bacterial eradication and good or excel-
lent clinical efficacy. Side effects were observed in three patients (incidence 3.9%) with one each,
showing eruption, angina pectoris and diarrhea, all three were treated at dosages of 1.0 g per time.
Abnormal changes in laboratory test results, the most of which were abnormalities in liver function,
were seen in 8.3% (2/24) at daily dosages of 0.5g b.i.d. and in 23,9% (11/46) at daily dosages of
1.0g b.i.d..

2. Dose-finding study

Clinical efficacies for pneumonia were compared among two groups treated with DQ-2556 at daily
dosages of 0.5g b.i.d. (DQ-1.0group) and of 1.0g b.i.d. (DQ-2.0 group) and the control group
with treated with ceftazidime (CAZ) at daily dosages of 1.0g b.i.d. (CAZ group). The overall
clinical efficacy rates in the DQ-1.0 group, the DQ-2.0 group and the CAZ group were 94.4% (17/
18), 82.4% (14/17) and 94.4% (17/18), respectively, without any significant differences among the
three groups. The overall eradication rates of causative bacteQ in the DQ-1.0 group, the DQ-2.0
group and the CAZ group were 8/8, 8/8 and 5/6, respectively, without any significant differences
among the three groups. The only side effect, eruption with fever, was observed in a patient in the
DQ-2.0 group. Abnormal changes in laboratory test results were seen in 13.6% (3/22) of the DQ-
1.0 group, 30.0% (6/20) of the DQ-2.0 group and 28.6% (6/21) of the CAZ group, the incidence
was lower in the DQ-1.0 group than in the other two groups, but no significant differences were not
noted among the three groups. Most of the abnormalities were seen in items of liver function. There
were no significant differences among the three groups in the overall clinical utility rates. These
results suggest that DQ-2556 is a useful antibiotic for treatment of lower respiratory tract infections,
including pneumonia, and a dosage of 0.5g b.i.d. is sufficient to exert good clinical effects on
pneumonia. It is also considered that DQ-2556 may show almost the same degree of safety as CAZ,
but an increased number of evaluable patients will required to clarify this.



