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1. FEEAYRRET: ceftazidime (CAZ), cefepime (CFPM), flomoxef (FMOX), imipenem (IPM)
FXPREE Y | THEMMEIREEEAERRD 9 B 22081253 2 MIC 2 BI%E L 72, Staphylococcus
aureus, Enterococcus faecalis \2¥f L TIZIPM £ D352 L 00t 7 7 u 2K ) CH L DIZENT
Wiz, 77 ABRMEREICNL T2 IPM CES TEAZTE L 2R 72,

2. FRPRBURRET: MRMEVEIRBEREYAE 14 Blic L TARI A2 1M 0.5g 7231 g% 1H2M5 HFE%
5 L7, UTI Exhaflizeic &3 L 72 10 Blosii&iZZ%h 2 B, Axh 6 Bl, sh 2 F TRAFNZEIZ 80
%TH -1z, MEFEIRNFIZ 184D - B 16 BRATHE L 89% Th » 72, A& 2 %5 L 72 14 fih, KA
BRERL - BMENEIVER, BRREBOREIIA LN L2 72,

LI E X ) CFLP I3 FREEBEGE DIEIC AN DREWEKA EE 2 Liz,
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Cefluprenam (CFLP) i3 = —# { %NS THEZI N
rREHHE7 7o 2R CEITH D, {LEEE LR
13+t 7 = LB 74418412 fluoromethoxyimino #i&
% B L 72 aminothiadiazole #%, 3 {iiC propenyl #:&
%/~ L T Ne-ethyl-N“- methyl glycinamide 2% H L
T3V, KENL Staphylococcus aureus, Enterococcus
Jaecalis 7% ¥ D 77 ABFHEERBE IS T 2 E N HIEE I
WX 5 & & 112, Pseudomonas aeruginosa % 13 L&
ELTT 7 LRI L TLiERN L7 7 0 2K
YR EDHE N ERL, FEECRECHEART b7
LEFLTWBY, F 7245 p-lactamase |25t L TEE
THY, EREFICIE S aureus > PBP 1,4, MRSA
7 PBP 2, P. aeruginosa @ PBP 32 & v H\HE % 7R
To EHICMEZRAZERLES TN CENTERA
HRDEAFTE B, KENLZ, EERNTOR#EZIT L Z
T CIRFPUICHE E N5 728, 24 BRRE £ TR AL
13 95% 1% & B <2, RRICIRBERRYLIE I L 72 A & &

Zbilh,

4, EEBERURRET & L TARIO KFEMEIC 09 5 Bk
BEARENZRET S & & LI, BRRARET & L T 14 4
D HEVE PR B R REFE ) 3 L % 5 L 72 BRIRBGAE 7 & OF
2R EMI DWW THET 5,

I. & *®

1. EBERIRRET

FE R DG HEVE PR B R E 3 B B 12 X3 5 CFLP,
ceftazidime (CAZ), cefepime (CFPM), flomoxef
(FMOX), 84 1 imipenem (IPM) M/ R &R LB
B (MIC) # 8% L 72, BIZEH (3 methicillin sensitive
Staphylococcus aureus (MSSA) 20 ¥k, methicillin resis-
tant Staphylococcus aureus (MRSA) 18 ¥, E.
faecalis 30 ¥k, Escherichia coli 38 ¥k, Klebsiella
pneumoniae 24 ¥, Citrobacter freundii 20 %, Enter-
obacter cloacae 21 ¥k, Serratia wmarcescens 19 £k, P.
aeruginosa 30 BN AR 220 % TH 5, MIC m#llE 1 B

* T 500 g ®riT AT 40
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AACER R RRE MY IR IT - 72

2. ERIRAYRRET

1991 4 10 A4 5 1992 4E 11 A F T HARMIC I B kK%
BEAEER PR 2ah, Ik B L ST Ik R BE i R 2R, IR BT R
b R 2R & NI BRI LR R 2R RHC ABE o
BHEERBEPERE 2R E L, ARBRORENRS
nr UBICAR 2 BE L 72, 5 HE, AF % 1EIC
DE(0.5gF723 1 gxERI00mlIcEHEL 1H2ME
30 A T AIERRE L 72, R S5HARIZ S BRI E L, X
FHiC & 72 > TIZFELEHE & BRI UTI Rl %
#(BIPICHE-> TT- 72, EAHREICEL,
HREREIVER OB ESL L R 5% OBERREMNLEE
2AE L LR 21T 72,

. #& 3

1. BERERIRRET

LHEREICHT 5 2 FNn3E# o MIC range, MICs,,
MICy % Table 1ic/RL 72, MSSA TIZ IPM L D34
5L DN FMOX t131ZE% T, CAZ, CFPM & " EN
Twvi7z, MRSA T3 MICsh* 25 ug/ml Th 5 H DM,
fF & N IHEANETH - 72, E. faecalis TiZ IPM iz %
45 H Do) piperacillin (PIPC) & T L EEL
D7 7o AR CHIE B LIFEICEBIFLRETH
272,

E. coli iz L Tz £#kAH* MIC0.05 ug/ml LIF & 18
Tz, C. freundii (=3t L Tix, 20 #ke 3 #kH* MIC
100 ug/ml LA k728> MICoo A& € 7% » Tid v 275, 14
#AHT MIC 0.05 g/ml LLF T MICsoi CFPM & & &4
Lot LENT W2, K. preumoniae 125+ L T L MIC,,
H%0.05 ug/ml LT & BN T 72, E. cloacae \=%+ L T
321 %P 11 R A MICO0.05 ug/mILLI FE BIFTH B
LD MICS50 ug/ml A1 #kdH ) MIC,, TIZ IPM & 1
LEBEERTH 72, S. marcescens 123F L Tiz MICs,
i3CFPM tH%ETIPM & ) 3BEEN T 72, P. aer
uginosa \2 ¥t L Tix MICs,, MICqo & 4 1= CAZ, CFPM
N1 ~28ENTMETH), IPM LEZETH- 7,

2. BRREIRGET

AE| %G5 L7z 14Blo—% % Table 2i1cR/ L 72, 8
LEHETIZER 26, B IBI, Eh1H, HEREE
2BITHIMEZEZh % H bR 2 BREIL RYTH - 72,
UTI E2hFHBE R HE > THETHEZ 10 Blic DT
Bigx 45 L, BRICHT 2HBIZIEFEL3H (30%),
& 36 (30%), FE 46 (40%) THY, MERIZH
T HRMRIZEMAL 8B (80%), FZE 24 (20%) Th -
2o BLE& D BAERRIDEIZES 2 61(20%), B 6 F
(60%), Esh261 (20%) THBAEEMEIL 0% & 7%
-7z (Table 3),

REBREHINICADEAT—TLEBBRBID T,
group 2 »* 1%, group 4 »°2 %), group 6 A7 Hl &, %
CHigroup 6 TH -7z, HIMEHREILEE 3 6 Tl3E) 1

Table1. Susceptibility of clinical isolates to cefluprenam

and several antibiotics

MIC (ug/ml)
Organism (no. of isolates)] Compound
range MICs, | MIC,,
cefluprenam 0.39—6.25 0.39 1.56
s ies ceftazidime 3.13—>100 12.5 25
Methicillin-sensitive cefepime 1.56—50 3.13 6.25
S. aureus (20) flomoxef 0.20—100 0.39 | 0.78
imipenem =0.05—0.78 <0.05 0.10
cefluprenam 0.39—100 25 100
ceftazidime 12.5—>100| >100 >100
Methicillin-resistant | cefepime 1.56—>100{ >100 >100
S. aureus (18) flomoxef 1.56—>100 100 >100
imipenem <0.05—100 50 100
methicillin 100—>100{ >100 >100
cefluprenam | 0.78—>100 6.25| >100
ceftazidime 50—>100 (>100 >100
. cefepime 25—>100 50 >100
E. faecalis (30) flomoxef 50—>100 | >100 >100
imipenem 0.20—>100 0.78 50
piperacillin 0.78—>100 3.13 100
cefluprenam <0.05 =0.05 | =0.05
ceftazidime | <0.05—0.39 0.10 0.39
E. coli (38) cefepime <0.05—0.10 | =0.05 | =0.05
flomoxef =0.05—1.56 | =0.05 0.39
imipenem =0.05—0.78 0.20 0.39
cefluprenam | £0.05—>100| =<0.05 100
ceftazidime 0.20—50 0.78 12.5
C. freundii (20) cefepime <0.05—12.5 | =0.05 12.5
flomoxef =0.05—25 0.20 12.5
imipenem 0.10—0.78 0.39 0.78
cefluprenam | =0.05—3.13 <0.05 =0.05
ceftazidime 0.10—100 0.20 25
K. pneumoniae (24) | cefepime <0.05—25 =0.05 0.20
flomoxef =0.05—>100 0.10 25
imipenem 0.10—1.56 0.20 0.78
cefluprenam | <0.05—50 =<0.05 3.13
ceftazidime 0.10—>100 3.13 | >100
E. cloacae (21) cefepime <0.05—6.25 0.10 3.13
flomoxef 0.10—>100| 100 >100
imipenem 0.10—1.56 0.20 0.78
cefluprenam | £0.05—>100 0.20 >100
ceftazidime | £0.05—>100{ 0.39 >100
S. marcescens (19) | cefepime <0.05—>100| 0.20 25
flomoxef 0.20—>100 1.56 >100
imipenem 0.20—>100| 1.56 >100
cefluprenam | 0.39—50 3.13 12.5
ceftazidime 1.56—>100 6.25 50
P. aeruginosa (30) cefepime 1.56—100 6.25 25
flomoxef >100 >100 >100
imipenem 0.78—>100 3.13 12.5

Inoculum size: 10°CFU/ml

Bl, AR1E), EH1BITHY, EHERERETHTI}
EM 1B, Hzh5 6, EH161Th -7 (Table 4), #
S&AICAB L 0.5 1 8 2 ERS5E 36 TI3AS 24,
ENIBIT, 1glH2ERSBETHTIIEN2H, A
46, ESH1BITH 72,

MEFHRMRE 22 & 10 FH 5 18 Bk DBES 1, %
DARIZ T T LFHHERHE 5 ¥k, 7T LEHARE 13 % TH
272 ZNH b, E. faecalis 1%, Xanthomonas malto-
philia 1 BRLISF ) 16 BRATBREE & FLMHEETY 2 3R(13 89% T
H-72(Table 5), H5%HBHBEI 2 B & Enterococ-
cus faecium 1%k, Yeast 1 BRDAE 2 #kr 3B N7
(Table 6). MICIC DWW T3 BB hRIFE R LT
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Table 2. Clinical summary of complicated UTI patients treated with cefluprenam
Diagnosis Treatment Bacteriuria* Evaluation** .
Patient Age|Sex Catheter | UTI — Pyuria® Side effects
no. Underlying condition | (route) | group dose | oute d”““9” species count| MIC UTI | doctor | & remarks
(g % /day) (days)
C. freundii 0.78
P.PI A. calcoaceticus 0.39
1 72| M BPH - G-6 1x2 DlI. 5 + X. maltophilia _1_0_ >100 poor good -
Neurogenic bladder - E. faccium 10* | >100
X. maltophilia >100
CCC -haemolytic streptococcus £0.025
9 BIM|— — G-6 1x2 D.I 5 + A. calcoaceticus | 107 | 3.13 |excellent | excellent —
Prostatic cancer — — 0
C.C.C. ]
—— - E. cloacae 107 | £0.025
3 72 | F | r-pelvicoureteral tumor - G-4 1x2 D.I. 5 L cloacae —_ excellent | excellent -
- 0
Bladder tumor
CCC S. aureus 25
g0 | M| ————— — G-6 1x2 DI 5 # Acinetobacter sp.| 10° | 6.25 |moderate| good -
Bladder tumor T — 0
C.CC. + _ 0
s —_ — D) e — —
5 66 | M BPH 0.5x2 | D.I 5 — — 0 good
S. aureus 0.78
CCC E. faecalis 3.13
|2 M| — — 1x2 DI 5 K. pneumoniae =0.025 good -
BPH + Acinetobacter sp.| 10° | 1.56
- - 0
.C.C. . epidermidis 0? .39
7o 73| M # ~ 1x2 |DL| 5 |5 epidermidis lo” 0.3 unevaluable| =
CCC + E. faecalis 10° | 6.25
8** 164 | F | —7——— - G-4 | 0.5x2 | DL 5 + E. faecalis 10* 25 poor poor -
Bladder tumor Y
east
P.P.1 . _ + P. aeruginosa 10° | 0.78
. _ 9 _
9 69 | M BPL G-2 1x2 D.IL 5 m — 0 moderate| good
P.P.I + — 0
=7 - 5x2 1 2 — aluabl -
10 4| M BPH 0.5x D.I T — 0 unevaluable
PPI M. morganii 0.05
11+ 60| M L — G-6 1x2 DI 5 H# | P. aeruginosa 107 | N.T |moderate| good -
BPH ¥ = o
C.CC. E. faccalis 12.5
12+ 76 | M | Prostatic cancer | — | G6] 0.5x2 | D.I 5 # | E. cloacac 10| 0.39 |moderate| good -
Urethral stricture H# - 0
CCC P. mirabilis 0.1
B38| M| — - G-6|0.5x2 | DL 5 1 F. odoratum 107 100 |moderate| good -
Prostatic cancer T — 0
C.CC. E. faecalis 1.56
14°| 66 | M | Prostatic cancer _ G-6 1x2 DL 5 # |E. coli 107 | £0.025| moderate| good _
Urethral stricture + - 0

C.C.C.: chronic complicated cystitis N.T: not tested
P.P.I: post-prostatectomy infection
BPH: benign prostatic hyperplasia

DIERE L 72 E. faecalis 12 6.25 ug/ml, X. maltophilia
13100 ug/ml LA L TH - 72 (Table 7),

A5 14 Bl AL TEROEIER IE 1 B L R & L2
o7z, BRIRRAEM D REEBIC OV TSI PR,
RO WBEDALEH 1 HIT, MAMDELH 1HTH LI
7z (Table 8), Hi# (3 WERENER; FMlT 41 HUla by #RE &
ToRERITHY, Zopg#irZiTrioo s Bbhr,
FREEIC OV TR AL IR B E TLUET & ) pan-
cytopenia # %L T D MAMEN LG L LIFiH 5 A 5 1L

1) > ox

*before treatment

**UTI: criteria proposed by the UTI Committee
doctor: doctor’s evaluation
***: dose finding study

after treatment

Tz, UEkanZ &p bl s LIZAR & ORSLEIL
AR
om. = =

R, ZCne7 7o 2R CHIVBEEENR, 257
DU ANRT 7 LDIRDPFHHNT 2 Lo, BEAY
DFEIMA L7 7o 2R L RITIZ T 7 2B EERE 2 &
THNMRIINIEA EHFTELCODBIRTH B, A5
B 27 P F 45 H[LTEY, P acruginosa
IO ET B 7 T LBV L TRIERDL o
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BHEARTE LIS, 77 LBMEEREICHL THENT
HBENE2ET L E0FHTH 5,

4, FrHAT - 1 ERERIRETIC BV T 7 7 LBHERR
Bt L Tt 7 7 r 2FE ) > BN A EN 2 R
<&, ¥z E. faecalis |23+ L Tiz PIPC & 13T EFED
FEhE R SERICET S, 272, 77 aBMHER
B LT, o772 ®R) CHIL)ER, E
coli TI34¥kn', K. pneuwmoniae T3 1 BRUSMEHRAH
MIC 0.05 ug/ml LA FTH Y, C. freundii, E. cloacae,
S. marcescens TIZTHHBRAT 2, 3AH 5N LDDFHE
Bit£As MIC 0.05 ug/ml AT EBENLHBE N TH - 72,

X ¢4z P. aeruginosa T MICsoh* 3.13 ug/ml, MICq
$912.5 ug/ml & IPM k REnEN 2 fEZ/RL 72 Uk
DYz, ARETHERE L2SHERICNT 2ENLR
BENHEN L B RPBATHEY EET 2 &, KAl
R R ) A HRIC BB L BN BRI R A S e,
BE AR Etic DWW T4 5 & UTI ERhaFli & #iC 43
L7 10 B TIRARE 0% & £EEF?ERELVLD
N, EREIZ 20% LIKETH - 72, ZHUIERNBE 6 Bl
4 BIAHISLIEFARTAL D 2 DRIRICHT BMRA W F UL
SThY, EIrbhh okt EI LD, B
263, #NFN X. maltophilia, E. faecalis B*F#iL

Table3. Overall clinical efficacy of cefluprenam Table5. Bacteriological response to cefluprenam in complicated
in complicated UTI UTI
Pyuria . . 9 Persisted*
- Cleared | Decreased | Unchanged bf;iftzcrtiucirila Isolate No. of strains | Eradicated (%) ersisted
Bacteriuria S. aureus 1 1
Eliminated 3 3 8 (80%) y-haemolytic . .
Decreased streptococcus
E. faecalis 3 2 1
Replaced
sub-total 5 4 1
Unchanged 1 1 2 (20%)
- E. coli 1 1
Effect on pyuria 3 (30%) 3 (30%) 4 (40%) Patle%toml C. freundii 1 1
E. cloacae 2 2
[C—J Excellent 2 (20%) P. mirabilis 1 1
[:] Moderate 6 (60%) Overall efficacy rate M. morganii 1 1
8/10 (80%) P. aeruginosa 2 2
— 2 (20%) i
(including failure) ° X. maltophilia 1 1
Acinetobacter sp. 1 1
Bacteriological A. calcoaceticus 2 2
acteriological response F odoratum 1 1
. of i i Persi *
Total no. of strains Eradicated ersisted sub-total 13 12 (92.3) 1
18 16 (88.9% 2
( s Total 18 16 (88.9) 2
*regardless of bacterial count N
*regardless of bacterial count
Table 4. Overall clinical efficacy of cefluprenam classified by the type of infection
No. of patient: Overall
Group (percentp:f Iteor:asl) Excellent Moderate Poor efficacy
rate
group 1 (indwelling catheter)
group 2 (post-prostatectomy) 1 (10%) 1 1/1
M i ial
in;)enc%rz;crobla group 3 (upper UTI)
group 4 (lower UTI) 2 (20%) 1 1 1/2
sub-total 3 (30%) 1 1 1 2/3
group 5 (indwelling catheter)
Polymicrobial . .
inc;e)‘/:rt?;cnro 1a group 6 (no indwelling catheter) 7 (70%) 1 5 1 6/7
sub-total 7 (70%) 1 5 1 6/7
Total 10 (100%) 2 6 2 8/10 (80%)
; No. of patient Overall
Indwelling catheter (percentp:f lg;:]) Excellent Moderate Poor efficacy
rate
Yes
No 10 (100%) 2 6 2 8/10 (80%)
Total 10 (100%) 2 6 2 8/10 (80%)
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1EBITH B, X. maltophilia 125> Tiz MIC 100 ug/
ml U EE@mETH 2L DD, E. faecalis i3 MIC 6.25
pg/mliz bbb b § R L 2. 2o e 12.5
pg/ml DRV BRE SN T B HE 52 b &, AEBIIHE
BeREEERI T L H D RATDHRIZ I+ % & host
NEREREEL 2D Tld e wh rBbis,
HEFHIRRIC OV T L RIR D 2 BREISHE 5 L 89
%BOBHEETH ), 2EEHPLEKOERTH -2, &
E&E:H T, E. faecium, X. maltophilia DREEFDE
EARICL DD, BEFBBIABIIOWTLINLDOED
BELEGWY, OB TLHRGZEEBE 2 HKD I B

Table 6. Strains appearing after cefluprenam treatment
in complicated UTI
[solate No. of strains*
E. faecium 1
Yeast 1
Total 2

No. of patients in whom strains appeared
Total no. of patients evaluated

2/10 (20%)

*regardless of bacterial count

Table 7.

1#kiZ E. faccium T 72, 21 LD Eh b, AL
77 LEEVERHIC X T B ahRbis, 7 7 L PEEKE 25
THEARI N LI KEPiA-572L DD E. faecium, X.
maltophilia 125f L T3S HOBRBE L THELZEH T
Hd, LerL, £F, H2, 37728 4l
YT BB, 7T LR 2 BE S
NDEBIH ML CBY, FTL, E faecalis 13EHH
YD —HRE | Ty 777 LBETEREE & AR B 2
NBZEH LS, RKEETld 10 Bl 7 515 880 By
THY, 2096 26T E. faecalis HifRHE NIz L
BB SN, 2L ) ICKANL T T LETERRTE & E.
Jaecalis & DBEFABGNGAEIZBWTIE, » ) DM
ROYFETE 5 L Bbirz,
V. % & &

CFLP o REEWNHUE 118 L U MV bR i B i (2
9B ERRAGRRIC DV TRRET L 72, ARFNIIRIZ VB 2
N7V LEARL, KDL T oA LA NS
T LbEEERE I T A AL CmMEL Tz, &
AN ARERE NI N B £ R 72 IR HedtE % Bom L T
BRRMET CLEN BT R L2, FocettolE T

Relation between MIC and bacteriological response to cefluprenam treatment in complicated UTI

ol MIC (pg/ml) Inoculum size 10° bacteria/ml Not Total
solate ,
<0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 100 | >100 | done | (%)
S. aureus 1/1 1/1
y-haemolytic 11 1/1
streptococcus
E. faecalis 1/1 0/1 1/1 2/3
sub-total 1/1 1/1 0/1 1/1 1/1 4/5
E. coli 1/1 1/1
C. freundii 1/1 1/1
E. cloacae 1/1 1/1 2/2
P. mirabilis 1/1 1/1
M. morganii 1/1 1/1
P. aeruginosa 1/1 1/1 2/2
X. maltophilia 0/1 0/1
Acinetobacter sp. 1/1 1/1
A. calcoaceticus 1/1 2/2
F. odoratum 1/1 1/1
/1
sub-total 3/3 | 1/1 22 | 272 11 V1 | on 1/1 (1§9/1;>
Total , 16/18
' 12 | 11 | 11
o y4 | 1 22 | 22 | 11 / / / N R )
No. of strains eradicated/no. of strains isolated
Table 8. Changes in laboratory test results
p Aggravated (relation to the drug)
tem T(;t;tli:r:l.sof P N Unchanged
evaluated definite probable possible sub-total unlikely ! 11;1(1)? ¥ su (():;ta] (%)
Neutro. 7 1 1 6
Lymph. 7 1 1
Plt. 14 1 1 (7.D 13 (92.9)
No. of patients with aggravated 0
laboratory test results
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LHRHC IR C, ARANLIRESEGHE 23 L TH AN S
v / - 3) BA{bEEYS MIC MEHUETER S I IRE

CRREELONL. ML (MIC) #IEH MG 51 T, Chemother-
X % . apy 29 . 76~79, 1981
1) Watanabe N, Hiruma R, Katsu K 3 In L.’ZfT’O evalua- 5 KRIER, M (UTIHRS) : UTI SA TR (5 3
tion of E1077, a new cephfilc?sporln with a broad B2). Chemotherapy 34 : 408~441, 1986
antibacterial spectrum. Antimicrob Agent Chemoth- 5) M FiL, M SORBEC B 2 REEYE B 0
er 36 589597, 1992 LB & AR YE, P AR 567 222~227, 1994

2) BH B2 B RS, L R

Fundamental and clinical studies on cefluprenam for urinary tract infections

Manabu Okano, Kazuya Ueno, Hisao Komeda, Satoshi Ishihara, Akihiro Saito,
Yasuhisa Ito, Takashi Deguchi, Yoshihito Ban, Yukimichi Kawada

Department of Urology, Gifu University School of Medicine
40 Tsukasa-machi, Gifu-shi 500, Japan

Shunsuke Sakai
Department of Urology, Gifu Prefectural Gifu Hospital
Tatsuo Doi
Department of Urology, Gifu Municipal Hospital
Ryoichi Shimazu

Department of Urology, Hikone Municipal Hospital

We performed bacteriological and clinical studies on cefluprenam (CFLP), a new parenternal cephalospor-
in, in urinary tract infections with the following results.

1. The antibacterial activity of CFLP against clinical isolates from patients with urinary tract infections
was compared with that of ceftazidime, cefepime, flomoxef and imipenem, Against Staphylococcus aureus and
Enterococcus faecalis, antibacterial activity of CFLP was markedly superior to other cephalosporins. And
against gram-negative bacteria including P. aeruginosa, that was similar to that of imipenem.

2. Fourteen patients with complicated urinary tract infections were treated with 0.5g or 1.0g of CFLP
twice a day for 5 days. According to the criteria proposed by the Japan UTI Comittee, the overall clinical
efficacy of CFLP was 809%. Bacteriologically, 16 of 18 strains (89%) were eradicated. Neither adverse
reactions nor abnormal laboratory findings were observed.

We concluded CFLP was a useful drug in the treatnent of urinary tract infections.



