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FHEOARR L RKEYR SY 5555 oMK T 2MKZRARERN T 2 B8
T, cefotiam hexetil (CTM-HE) %3 & L THRMAERNTIIIC & 2 BMLEKEBREIT-
2. SY 5555121 [E200mg (LB%) $7i2300mg (H#) %, CTM-HE 2 1[H200mg (C
B) %, 1H3E, FRILT14BMEEL, UTORMES.,

1) BEDR XL BEE88.9% (24/27), HEE82.6% (19/23) B X FCH78.3%

(18/23) TH-o 1,

2) MEYNYR EEOMNERITLEST.1% (4/7), HEEB81.8% (9/11) B L UCHE

75.0% (6/8) TH- 7z,

3) EMEA:REXEIILEI8.8% (6/32), HB®6.9% (2/29) B X UFCE0% (0/28) T
Holhd, VTHLERZLOIED S oT, T 2BERRMEBERTH > e
4) HBEEREMERYE TRTEBEZLOTHD, REKIILE13.8% (4/29), HE21.4%
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5) HAM ERARILET5.9% (22/29), H#82.6% (19/23) 8 L FCE¥78.3% (18/

23) Ti? f:o

PAEDBERSD S, MEERi% T 2 SY 5555 ORIKARIZ 1 E300mg, 1H3EKREH

ERBREGREFZ SN,

Key words: SY 5555, fgEtEMtz%, FRLBHAR
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BIREHEL 2. 28, RREMOYE IXPEEIE
AHEEERDNERSWES 2 2HICL TITo R
3) MIEENRE

£500, ¥5MKB3IE% TERBLIUVUUER
(2 -R3f5hit, BRTHR) CE&EROFEICL DK
o OB O - FERTV, BRELZRED
BECED, BREITITRBLEEINIER
2LTR, EREXOHKT, ThoBEOBRES X
UFSY 5555 £ CTM iextd 3 MIC B (B A(b2M
TS 12 & ) 100 CFU/m]) 2 HBAEES
B BATRBT P RRELR 1 HTEPMICITo .
4) PBEAEER
PEAEERSRBL L 7384 3 A & L TIERASIHA T

33 THEEWMEL, TONA, BE, RBH MX
B, BMRELS OIS & UMHEREICDWTH
ERICIAL -, HREHR L ORRMFIC OV TIEH
REBRTEMESOCMAMERc LD, +5RNDS
AHEL %,

6. ¥ &
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M, BEMERMRE S Icb D8, KE, D%F,
BED 3 BB ICHIE L T BRSIRIZEMER, BN
R, MRV MRk, BRMERR:OHBCL LT
2, Xoh, BY, PREUMDDLIZENO 4B X
UHIERHREICHISE L fee MIBEARNR ITERBEOM K
OEE, FrrEABEOHRAOERLYICbETE,
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Table 1. Schedule of laboratory tests

Item Before Day 3 Day 7 Day 14
Chest roentgenography O O O O
Sputum culture O O O O
Serum electrolyte (@) O O
Coombs test (direct or indirect) (O) (@)}
ESR (1 h value) O (O) O @)
CRP O O O O
Mycoplasmal antibody (CF or IHA) O O
Chlamydial antibody O O
Cold hemagglutination O O
RBC O O @)
Hb O O O
Ht O O O
Blood analysis WBC O O O O
Differential WBC count O O @] O
Platelets O O O
Prothrombin time test (O) (O) ©)
S-GOT (@) @] O
S-GPT O O O
. . AL-P O O O
Liver function tests | piy;rubin (direct, total) o) o) o)
LDH O O O
y-GTP (@) O O
. BUN O O O
Renal function tests S-creatinine o o o
. . Protein * Sugar + Urobilinogen O O O
Urinalysis Sedimentation (O) (@) (@)

Q: indispensable
(O): should be performed as often as possible
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BWELT, xbdTHMA, BH, PPHALLIVIIH
AThWD 4 BREB & CHETRREICHEL o (Table
2),

UEOFEEE I DWW TRERBATHERIT- 12
%, NBAKTHREL . MERKOLTRERKKROD
MBRILEMS L CRREMNTEA L L, mE
DEWDD L ITHIEEZHK—L 7,

7. HREB L UT— 5 O

ABRBRRTE, NEREZLEADOHAERTENS
PRET L L ICEHROBRERELEMEL, 7
— I REELI, TENEEZIVFu—F7—H@L
Teo BITICDOWVTRT—FOBRPRECIELT,
Kruskal-Walliss ® H 8%, Mann-Whitney ® U®
S, x*ME, Fisher DEEMEH M T IHMOD

HB 1T o 7o BRABIIEH 5% L LT,
I ® m n &

1. EFDOAR

Table3 ic/RL 7o MM SEMILER2H, HE
RABLIUVUCHIFOHMURATE>7, TDIH
Tabled ioRL7:BHICE DML SRS SNTZ21
FlekE, LEF27TH, HEZABLIUCH2IAD
H 73 Pl R ROMTHREI L L Tc. BITEAOR
FRRFIHEERTRE (9 BKRMN) EOERMDEK
EERALRER O, LERA, HB29IMS
TUCHBFOMSIFTHD, MEKREMRYD
BT RA, LB20F, HE28MBLUCHY
FOH 84 BITH - 72,

A OFHEI RO X, EEKZHRPHEE S BIfER

Table 2. Criteria for evaluation of usefulness

Side effects and Clinical efficacy
abnormal laboratory findings Excellent Good Fair Poor Unknown

None + + % - ?

Mild + + + - ?

Moderate + + - - -

Severe - - - - -

4 very useful, +: useful, +: slightly useful, —: useless, ?: unknown
Table 3, Case distribution
Number of Number of
patients excluded patients evaluated
L 5 L 27
Clinical efficacy H 9 H 23
C 7 C 23
Total 21 Total 73
L 0 L 32
Total number of Side effects H 3 H 29
the patients c 2 c 28
L 32 Total 5 Total 89
H 32
C 30

Total 94 Abnormal laboratory L 3 L 29
findings H 4 H 28
C 3 C 27
Total 10 Total 84
L 3 L 29
Usefulness H 9 H 23
C 7 C 23
Total 19 Total 75
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ek EmA L2906, HEE2HB LUV
C 2 23 PR 75 Sl TR RAI L L 7z,

2. BREWRRET

BRI RA 3 AORERREFIZONT
SEMODLE2TTo . #DORKER % Tables 5~7 iT7R

L7z,

BHEICOWTIR, LENAMY 106 &4 17 46,
HESFEU 136/ 106, CR20MEIPTH

S27RDT, LELECRLOMTARLMY IBD S
i (P<0.005),

RERICDOVWTE, LETIIEE L6, FHE L0
Fl, HBETRIBE 176, PHEGCH, CHTRBE
86U, PHEISHATHY, CRHICHLEL, HHOS
BEEFBFRECH), FEESBED SN
(P<0.05), ®fts, Fi, 4K, WKL SHE
DEK, BESMEEREOHERK, HRAROER, 85

Table 4. Reasons for exclusion from evaluation of clinical efficacy

Reason L H C
Disease not included in protocol 3 5 5
Violation of administration schedule 2 3 2
Impossible to evaluate efficacy 1

Total 5 9 7

Table 5. Background data of patients

Item L H C Statistical analysis
Sex Male 10 13 20 P<0.005"
Female 17 10 3 LysC?
=19 1 1
20~29 2 3 2
30~39 4 2 1
40~49 2 2 2
Age (year) 50~50 3 4 . NS
60~69 9 4 8
70~79 4 5 4
80= 3 2 1
~49 12 4 7
50~59 8 7 6
60~69 3 6 7
i N
Body weight (kg) 70~79 9 S
80~ 1
Unknown 3 4 3
Severi Mild 17 17 8 P<0.05"
verity Moderate 10 6 15 HysC?
Underlying disease No 12 9 8 NS
and/or complication Yes 15 14 15
No 21 23 21
Pretreatment with antibiotics Yes 2 2 NS
Unknown 4
. No 14 15 12 NS
Concomitant drug Yes 13 8 1
. ~6 4 2 4
Durz{tx.on of. test drug 7~13 9 10 8 NS
administration (day 14 14 1 1

NS: not significant

1V yi-test, ? Scheffe test, ¥ Kruskal-Wallis test
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M (Table5), ¥SHDELR « AFR (Table6), &
REONH (Table?) W2V TIZIHMICERZM
D@D hiho T,

3.
1)

EIRZNR % Table8 iZRL 7z FWEEYEDDE

ERRZR
KRR

TR L#88.9% (24/27), HE82.6% (19/
23) BEUCPET8.3% (18/23) TH-o o LEEMY
SEbRMONERL S, IHMIEBEZREBOSh
oz,

2) EIEMEAIEEKDR

R &K R % Table 9 iz e, BfE

Table 6. Background data of patients (primary symptoms and laboratory findings)

Item L H (o} Statistical analysis
<37 6 9 3
375 ~<38 10 10 10 NS
Body temp () 385 ~ <39 9 3 6
9s 2 1 4
- 2 1
Cough + 19 13 16 NS
+ 6 9 7
- 3 1
+ 8 13 12
+ 11 9 7
NS
Volume of sputum W 4 1 2
W 1
Unknown 1
- 3 1
M 2 1
Property of sputum PM 13 13 1 NS
P 11 8 7
- 22 20 17
Dyspnea :}_ : 2 6 NS
Unknown 1
- 20 15 17
Chest pai
est pain + 7 8 6 NS
- 7 7 8
Rales + 19 10 15 NS
4 1 6
<8,000 9 8 7
8,000= ~<12,000 11 10 6
WBC 3
(/mm?) 12,000 ~ <20,000 5 5 9 NS
20,000= 2 1
<20 2 4 2
20=~<40 7 2 2
ESR (mm/h) 40=~<60 5 5 4 NS
60= 10 10 10
Unknown 3 2 5
< 2.0 6 2 5
2.0=s~<17.0 9 8 3
CRP (mg/dl) 7.0=~<12.0 7 6 8 NS
12.0s~ 5 6 6
Unknown 1 1

NS: not significant
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Table 7. Distribution of causative organisms

Causative organism L H C Statistical analysis
Monomicrobial infections 6 11 8 NS
Polymicrobial infections 2
S. aureus 1
. I R S. pneumoniae 4 4 3
Monomicrobial infections B. catarvhalis 1 2 2
H. influenzae 1 5 2
Polymicrobial infections S. aureus +S. marcescens 1
¥ S. aureus + H. influenzae 1
NS: not significant
Table 8, Clinical efficacy
_ - “stical
Treatment No. of Excellent Good Fair Poor Efficacy Statlstu.:a
cases rate* (%) analysis
L 27 4 20 3 88.9
H 23 4 15 1 3 82.6 NS
C 23 4 14 1 4 78.3
NS: not significant
* excellent +good
Table 9. Clinical efficacy classified by initial severity
No. £fi istical
Severity Treatment o. of Excellent Good Fair Poor Efficacy Statis K,:a
cases rate* (%) analysis
L 17 2 13 2 88.2
Mild H 17 14 2 88.2 NS
C 8 8 100
L 10 2 7 1 90.0
Moderate H 6 3 1 1 1 66.7 NS
C 15 4 6 1 4 66.7
NS: not significant
* excellent +good
BloB%hEix L 8 88.2% (15/17), H #88.2% (15/ 4) ERERIEGKZE

17) 8XUCE100% (8/8) ThH - 7zo HEEHD
A1 LB 90.0% (9/10), HE£66.7% (4/6) B
FUCHG66.7% (10/15) L LEENb-o & bEWIHE
BRLIZGS, IEEICIEREEED ST,
3) HREKE - SHHE DT EFIEKEIR
EREB - SHEOEELERSHR L OMEL
Table 10 iC R L 7ze 2O DBWEFRTOBERFER
L#091.7% (11/12), HE88.9% (8/9) B LU C#¥
100% (8/8) LB{EEL HILHVWEMETH -2, T
nNor2ET2EFATCOENERITLEEH86.7% (13/
15), HP£78.6% (11/14), C#66.7% (10/15) TH
D, REFBLD, ERKE-SHESTVREID G,
B E» o T

ERAEDOBKZhE % Table 11 iR L 7z, BERE
DS E RS ERICB T AEMERIZ IHECEER
EZ@dFEdonwy oD, HEEL100% (11/11) &
botbEL, RuTCE87.5% (7/8), LE75.0
% (6/8) LWIHMEFTH -7,

4. MEFHHR

ERESTE SN 27 BIOMEZHIRR & HER
2% £ T Table 12 /R L 1z, EFIBI O HEHLE
TRIFMCBEEZRIFED oo 28, HEH
81.8% (9/11) TH-o L bHEL, RwT, CET5.0
% (6/8), LEES7.1% (4/7) LWwHIETH -1,

BRERNC A5 &, HETIX Streptococcus  pneu-
moniae 4 ¥k & Branhamella catarrhalis 2 #ki13 4~ T



62 CHEMOTHERAPY JAN. 1994
Table 10. Clinical efficacy (classified by underlying disease and complication)
Underlying ) .
i Efficacy Statistical
dlsea‘se (3r Treatment| Total Excellent Good Fair Poor rate* (%) analysis
complication
L 12 2 9 1 91.7
Absent H 9 2 6 1 88.9 NS
Cc 8 3 5 100
L 15 2 11 2 86.7
Present H 14 2 9 1 2 78.6 NS
C 15 1 9 1 4 66.7
NS: not significant
Table 11. Clinical efficacy (classified by causative organisms)
. . . Efficacy | Statistical
Causative organisms Treatment| Total | Excellent | Good Fair Poor | Unknown rate (%) | analysis
L 0
S. aureus H 0
C 1 1 100
L 4 3 1 75.0
S. pneumoniae H 4 1 3 100
Monomicrobial c 3 1 2 100
infections L 1 1 100
B. catarrhalis H 2 2 100
C 2 1 1 50.0
L 1 1 100
H. influenzae H 5 1 4 100
Cc 2 1 1 100
S. aureus L 1 1 0
+ H 0
Polymicrobial| S. marcescens C 0
infections | S, gureus L 1 1 100
+ H 0
H. influenzae C 0
L 8 1 5 2 75.0
Total H 11 2 9 100 NS
C 8 2 5 1 87.5

NS: not significant

HELLEY, LBELECHTRLVTINROBEIIOWT
b 1 kT OBEL 2o Haemophilus influenzae \= D \>
Tid, HETSEKEP2HRLEREL 2, LEED 1,
CED2kRIRVThLMEL I,

5. &eH

1) &EIfeR

BIERMRHAI R I BB 2BIFAORBK L %
DWER% Table13 xR L 7z, RIBEEIZ LB 18.8%
(6/32), H#£6.9% (2/29) 8 X U C# 0% (0/28) T
by, LEZCHHL, FECEL -k, RO

AR IZRE, K22 rORBERBEh TR 1 fcsh
SNILART R THEBRERTH - 12,

2) BERREBERE
BRREEORITNRIFICE I 2RELTHAER
B L 2 DWR*% Table 14 iR L 72,
RBEEIILEEL 13.8% (4/29), H ##2321.4% (6/
28) BLUCHEI14.8% (4/27) L 3IBMMAEE
BED SN holc, REEBMED S -HBRH
MER, $FRBEERZ EOmBERS X U S-GOT, S-GPT,
y-GTP s YOI BFETH - 7o, BERT~CEET
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Table 12, Bacteriological efficacy classified by causative organisma

Causative organisms Treatment | Total |Eradicated ::;:Itl:d Decreased| Replaced | Unchanged | Unknown E::t::c(;zl)o " s:;:';:::'
L 0
S. aureus H 0
Cc 1 1 100
L 4 3 1 75.0
S. pneumoniae H 4 4 100
Monomicrobial C 3 2 1 66.7
infections L 1 1 0
B. catarrhalis| H 2 2 100
C 2 1 1 50.0
L 1 1 100
H. influenzae H 5 3 2 60.0
C 2 2 100
S. aureus L 1 1°° 0
+ H 0
Polymicrobial| S. marcescens C 0
infections | S qureus L 1 1
+ H 0
H. influenzae C 0
L 8 4 1 2 1 57.1
Total H 11 2 81.8 NS
C 8 6 2 75.0

* (Eradicated + Replaced) / (Total-Unknown) , ** S. marcescens eradicated and S. aureus unchanged
NS: not significant

Table 13. Side effects

Side effects L H C Statlstxtfal
analysis
No. of cases 32 29 28 P<0.05°
No. of cases with side effects 6 2 0 LvsC**
(18.8%) (6.9%)
Rash 2
Stomach discomfort 1
Stomachache 1
Abdominal pain, watery stools 1
Diarrhea 1 1
Diarrhea, vomiting 1
* x*-test, ** Scheffe test
botz, 6. BRK
3) BiEZRzE B RMMEATNR 75 Blic 81 2 R % Table 16 =

BER L IERREERELEH 2RELTHELLE Tli, ShOTHRLERL DY RBEAEXIRS
BELeEyE® Tablel5 R LT, BETHI LY HECHBEZEREDOAZ»>bDOD, HE
EFEahr-#E& I3 LE71.9% (23/32), HE72.4% 82.6% (19/23) b & bEL, R CE78.3%
(21/29) BXUCHEE85.7% (24/28) T, 3EMICH (18/23), L#75.9% (22/29) OETH - 1=,
ExpZEvonizdroiz,
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Table 14, Abnormal laboratory findings
Statistical
Abnormal laboratory findings L H C analysis
No. of cases 29 28 27
No. of cases with abnormal 4 6 4 NS
laboratory findings (13.8%) (21.4%) (14.89%)
Eosinophilia 1 1
WBC|! * 1
WBC | Prothrombin time t ** 1
GPT1? 1 2 1
y-GTP 1 1
GOTt GPT?t 2
GOT*t LDHt 1
GOT't GPT?t y-GTP? 1 1
NS: not significant
* |: decrease, ** 1: increase
Table 15, Safety
Vi 1 ‘ Some problem Problem Statistical
Treatment No. of cases Safe irtually safe with safety with safety analysis
L 32 23 3 0 6
H 29 21 1 0 NS
C 28 24 0 1
NS: not significant
Table 16, Usefulness
Treatment Total Very useful Useful Slightly Useless Usefulness Stahsu.'ml
useful rate (%) analysis
L 29 4 18 2 5 75.9
H 23 17 1 3 82.6 NS
C 23 4 14 1 4 78.3

*(Very useful + Useful) /Total
NS: not significant

I =

4Bl SY 5555 DAfigIcHt T 5 EHAROKN % 1T
o7, ERBEBROERN» S, EEFOHEHIZS T A
BHEE» S 77 ARMEICW 2 & CEBEICE L 3
bOTRHB, 77 L0BHEC LI VHEHENEE
THIEBIUHHBERENHAROER SR £
T, BHESERPMEL D VAR OBHMS L RBsh
H5LEZOSNIMENEMA 2N RERLE L THRIRL
Teo &7z, MEEELL TR, AR LEEHB X UEBR
BREsELIL, Z0EMM LR sSEREIN TV
CTM-HE %#&EL 12,
FABROBESHIBIZ 94 FITH 5 7253, BERIR
DR S 13 21 FlosSBRA S hiz, T izERER

HARZJEARTHLDT, HREBL LV KEE
RUTIHIC, MRAKBLHEE S N 100821 i
BRALBELSIEKEIZHLDTHS,

BEOHREFRICHMICHL, LEBCLENSLE
ol k7, BEFEEE TIRCEICHL, HBC
BEGAIVBE{EEo, FOMOEBICBEALTIRIH
fMcEEEZRTFOONT, ZRAELXEHATHLLE
zenil,

BEIXLE88.9%, HE82.6%8 L UFCRETS.3
%THY, IHMCAEBRZREDO AL o7 b0
D, ZEFOLBERIHEBIVEOEHESL TR L
Lirl, ERECBOTIILE (14.8%) thb H
B (17.4%) DABBOKERTH-1, 20X 5nHl
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KRB INETITbhLERTHEERCBHOTHKRR S
na™ys, ToHEHRBZHELILTIREV, SEOWR
BFOEELZRD L LT, CRICHL L3tk
$<, HECRREOREG BS(ME oA, L
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Dose-finding study on SY 5555 in bacterial pneumonia
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To evaluate the appropriate dosage regimen for SY 5555, a new oral penem, in the treatment of
bacterial pneumonia, a dose-finding comparative study, using cefotiam hexetil (CTM-HE) as the
control drug, was conducted in various clinical institutes. Patients were given a daily dose of 600 mg
(L-group) of SY 5555, 900 mg of SY 5555 (H-group) or 600 mg of CTM-HE (C-group) for a period
of 14 days. All dosages were divided into three administrations per day.

1. The clinical efficacy rates were 88.9% (24/27) in the L-group, 82.6% (19/23) in the H-group
and 78.3% (18/23) in the C-group. There were no significant differences between the 3 groups.

2. Bacteriologically, the eradication rates were 57.1% (4/7) in the L-group, 81.8% (9/11) in the
H-group and 75.0% (6/8) in the C-group.

3. As side effects, gastro-intestinal symptoms were mainly observed in 6 of 32 patients in the L
-group and 2 of 29 patients in the H-group. No adverse reaction was observed in the C-group.

4. The incidence of abnormal changes in laboratory findings were 13.8% (4/29) in the L-group,
21.4% (6/28) in the H-group and 14.8% (4/27) in the C-group.

5. The total usefulness rates were 75.9% (22/29) in the L-group, 82.6% (19/23) in the H-group
and 78.3% (18/23) in the C-group. There were no significant differences between the 3 groups.

From the above findings, especially, the results of bacteriological effect and usefulness, we
concluded that a daily dose of 300 mg t.i.d. was the suitable clinical dosage regimen for SY 5555 in
the treatment of bacterial pneumonia.



