VOL. 58 S-1

Wi 212045 TAZ/PIPC (1 :8) DRGKIEILHER 11

[RE - B&K]

T 2B 2 5 & L 72 tazobactam/piperacillin (Be& e 1 0 8 L)) o Ff PR PE K Ex

W W

WA EEY - K IEAY - TRk

CONTE R

Y RE RSN R A FE T DR RE 28 B SR AR P

Wi AL S HE N SR R R BE N R
¥ BRI S 1 27 il PR S e 2 il
U H AR Ao Rl I R % e

¥ R R AR e PR R JE AR B JE R RS S 2 i i S IR el i 2 0 B (B

O W KRR R

CPBG 2147 6 13 10 H52A - P 21 4F 12 1 8 H 2 H)

HEHO p-5 7 ¥ < —ELHERIRLAE =Y V8K TH 5 tazobactam/piperacillin (TAZ/PIPC, Hid
A1 8 A D 45¢1 H 3 MTHEHEIC X 2 HTH IS8 2 R4 U 7z B R SE# B % FE i L, PPK
(Population Pharmacokinetics ; FFEMSEMBIEE) FHTIC L D, RO HARANMISEE BT KRN E)E

FHLNITHELE DI,

Pharmacokitetics-pharmacodynamics (PK-PD) fi##7, HRhikB & %40

BEss, Wi BEEICBT L HE: - HEOZR LM 2 MEEL 72,
1. PPK f##7 : BiRHBEZEICB T2 PIPC BL U TAZ ® PK /85 A — ¥ 1%, ERALIETEE 2
79 A (CL) ML, PR (t,) BEPo72. T, O4FE (V) BB0OBD 123158 X 10871.30

k& <, iR (Cmax) (3K 72,

2. BRRADA © %753 H2 DA REIE 11.6% (5/43 #1), B THRISUI P ILEE O A R)E 1 86.0% (37/
4360), BHGRT 7T HIROUGRERIE 814% (35/43 B1) TH -7

3. PK-PD f##T : Streptococcus pneumoniae, Haemophilus influenzae 3 & O Moraxella (Branhamella) ca-
tarrhalis 3R S A7z 24 BIZ BT B MR A MR 2RI 46 [15:] TH o720 Time above MIC (%) 1,
461 50% LA ETdh o720 Cer 2% 120 mL/min OMi s 12 TAZ/PIPC % 1M 45¢1 H 3B X U 4
[0 #2 5 L 7235 & @ % Time above MIC 330% % #® 2 % MICfH1% 32 ug/mL B X 64 ug/mL TH >

72o

4. 224k BIVEHNZ 24 90 54 TRFEBL L, Z8BIER13 400% TdH o 720 MR MRAMERFZH 0 5 HEIVEH
EENFHGII 16 B 32 HRILL, HBIRIL 267% TH -7,

UboZ s, WhlikiGEgIZHBIT 5 TAZ/PIPC (BA&H 1 8 #%) oMk - HEX, PK-PD
BIOREMOBNE,2S, 1M45g1 H3FPEOHEEIZLTHL LEZ O,

Key words: tazobactam/piperacillin, community acquired pneumonia, population

pharmacokinetics, PK-PD, clinical trial

Tazobactam/piperacillin (TAZ/PIPC, —fk% : ¥ VNZ
FAFPMITA-EXRTYYYFNYTA) X, BT %
< —YHEATH L5 VNy & L (TAZ) L IEBHHE AR
MVERETLR=ZVY Y REAVETHLERT VY »
(PIPC) %1kt 1 : 8 OHIE&TERE L2ENHIAYETH
% (Fig. 1) o TAZ i3 AMESE S TEMBASH CRIR SN -5
7 y<—YHERTHY, FHMEIELETLER=) F—
¥ (PCase), t77ua AR F—+ (CEPase), #¥ 1 3
77 ARY F—+¥(Class A, C BL U D ICHLT 2 -
G753 —¥) BLOKERERIERA -7y~ —¥

(ESBL : extended spectrum B-lactamase) % » -5 7 %
~—EEARWHIIHET 2 &) e AT 5" PIPC
BEIMEETERRSH TR S N2V ) Y RIVEWE
THY, 7FIHEBESED S AEMTERH»SHIERZ &L
I AR B X OB MER IS L CIRE W AR 2 P v e
ARL, i L BRBE CUUH ST & 72, PIPC TR o i
FITHNMERD 7 5 ABHARE, BIRREZ &L T PO
BT T NEMRER, AT T ABMEROEAT S B-T
7 5 <=2 X BRI T 2, PIPC 2 2 5 O RIZxF
LCHEARMIEWIHANRY PVEAT L0, ThHOH

R Rl 7 T R RE DR BT 4-1



12 H A& AL & %% & M

B

MAR. 2010

=

Tazobactam (TAZ)

Fig. 1.
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Table 1. Patient profiles
FAS PPS Safety analysis
Classification Parameter
N = 48 N =43 N = 60
Male 34 ( 70.8) 30 ( 69.8) 43 ( 71.7)
Gender
Female 14 ( 29.2) 13 ( 30.2) 17 ( 28.3)
16-< 20 0( 0) 0( 0) 0( 0)
20-< 30 2( 42) 2( 47) 2( 33)
30-< 40 5( 10.4) 4( 93) 5( 83)
40-< 50 2( 42) 2( 47) 3( 5.0)
50—-< 60 6 ( 12.5) 6 ( 14.0) 9 ( 15.0)
60—< 70 10 ( 20.8) 8 ( 18.6) 13 ( 21.7)
Age (yr) 70 < 23 ( 47.9) 21 ( 48.8) 28 ( 46.7)
<65 18 ( 37.5) 16 ( 37.2) 24 ( 40.0)
65 < 30 ( 62.5) 27 ( 62.8) 36 ( 60.0)
Mean = SD 63.9+16.7 63.7+16.9 64.3+16.2
Median 69.0 69.0 68.5
min — max 21-90 21-90 21-90
< 50 12 ( 25.0) 11 ( 25.6) 17 ( 28.3)
50—-< 70 33 ( 68.8) 29 ( 67.4) 38 ( 63.3)
70 < 3( 63) 3( 7.0) 5( 83)
Body weight (kg)
Mean * SD 56.41 +11.84 56.51 ¥ 12.24 56.71 £12.93
Median 55.05 55.00 55.10
min — max 38.0—112.6 38.0—112.6 38.0—112.6
. . Pneumonia 48 (100 ) 43 (100 ) 49 ( 81.7)
Diagnosis
Others 0( 0) 0( 0) 11( 18.3)
Moderate 42 ( 87.5) 37 ( 86.0) 51 ( 85.0)
Severity of infection Severe 6 ( 12.5) 6 ( 14.0) 6 ( 10.0)
Unknown 0( 0) 0( 0) 3( 5.0)
No 41 ( 85.4) 37 ( 86.0) 52 ( 86.7)
Yes 7 ( 14.6) 6 ( 14.0) 8 ( 13.3)
Influence of underlying disease i
and/or complication to infection Mild 24 ( 50.0) 21 ( 48.8) 30 ( 50.0)
Moderate 14 ( 29.2) 13 ( 30.2) 14 ( 23.3)
Severe 3( 63) 3( 7.0) 8 ( 13.3)
i No 30 ( 62.5) 27 ( 62.8) 40 ( 66.7)
Anamnesis
Yes 18 ( 37.5) 16 ( 37.2) 20 ( 33.3)
Antimicrobial agent just before No 35 ( 72.9) 31( 72.1) 43 ( 7L.7)
the study Yes 13 ( 27.1) 12 ( 27.9) 17 ( 28.3)
. No 1( 21) 1( 23) 1( 17)
Concomitant drugs
Yes 47 ( 97.9) 42 ( 97.7) 59 ( 98.3)
. No 19 ( 39.6) 17 ( 39.5) 25 ( 41.7)
Concomitant therapy
Yes 29 ( 60.4) 26 ( 60.5) 35 ( 58.3)
<37 0o( 0) 0( 0) 0( 0)
37-< 38 10 ( 20.8) 9 ( 20.9) 14 ( 23.3)
38-< 39 27 ( 56.3) 23 ( 53.5) 32 ( 53.3)
Body temperature (°C) 39 = 11 ( 22.9) 11 ( 25.6) 14 ( 23.3)
Mean = SD 38.48+0.79 38.49+0.82 38.46 £0.77
Median 38.50 38.50 38.50
min — max 37.0—40.4 37.0—404 37.0-40.4
<4 8 ( 16.7) 7( 16.3) 13 ( 21.7)
4-< 6 23 ( 47.9) 21 ( 48.8) 24 (40.0)
6= 17 ( 35.4) 15 ( 34.9) 23 ( 38.3)
Chest X-ray findings (point)
Mean = SD 48*1.3 48*1.4 4714
Median 5.0 5.0 5.0
min — max 2—-8 2—-8 2-8
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Table 1. (Continued)
FAS PPS Safety analysis
Classification Parameter
N = 48 N =43 N = 60
< 10,000 10 ( 20.8) 8 ( 18.6) 15 ( 25.0)
10,000 —< 20,000 35 ( 72.9) 32 ( 74.4) 41 ( 68.3)
20,000 < 3( 63) 3( 7.0) 4( 67)
White blood cell count (/mm?)
Mean = SD 12,742.7£3,900.8 | 12,963.0 = 4,056.6 | 12,746.2 £4,158.5
Median 11,750.0 12,000.0 11,750.0
min — max 6,400 — 24,200 6,400 — 24,200 6,400 — 25,000
<10 12 ( 25.0) 11 ( 25.6) 14 ( 23.3)
10 =-< 20 20 ( 41.7) 19 ( 44.2) 27 ( 45.0)
20 < 16 ( 33.3) 13 (1 30.2) 19 ( 31.7)
CRP (mg/dL)
Mean = SD 15.985 = 8.788 15.691 £9.033 16.511 £9.139
Median 15.050 14.740 15.515
min — max 0.22—43.12 0.22-43.12 0.22 —43.50
23 ( 47.9) 21 ( 48.8) 29 ( 48.3)
Dyspnea + ( 35.4) 15 ( 34.9) 21 ( 35.0)
2+ ( 167) 7( 16.3) 10 ( 16.7)
M 11 ( 229) 0( 23.3) 17 ( 28.3)
PM 21 ( 43.8) 18( 41.9) 23 ( 38.3)
Property of sputum
P ( 29.2) 13 ( 30.2) 18 ( 30.0)
Unknown ( 42) 2( 47 2( 33)
- 3( 63) 2( 47) 3( 5.0)
+ 26 ( 54.2) 24 ( 55.8) 35 ( 58.3)
Volume of sputum 2+ 13 ( 27.1) 11 ( 25.6) 15 ( 25.0)
3+ 4( 83) 4( 93) 5( 83)
4+ 2( 42) 2( 47) 2( 33)
1( 21) 1( 23) 5( 83)
Cough + 38 ( 79.2) 35 ( 81.4) 45 ( 75.0)
2+ 9 ( 18.8) 7( 16.3) 10 ( 16.7)
) 31 ( 64.6) 27 ( 62.8) 39 ( 65.0)
Chest pain
17 ( 35.4) 16 ( 37.2) 21 ( 35.0)
14 ( 29.2) 10( 23.3) 17 ( 28.3)
Rales + ( 50.0) 23 ( 53.5) 32 ( 53.3)
2+ 10 ( 20.8) 0( 23.3) 11 ( 18.3)
o ( 72.9) 31 ( 72.1) 45 ( 75.0)
Shivering
13 ( 27.1) 12 ( 27.9) 15 ( 25.0)
Mean = SD 93.3+3.1 93.1+3.2 93.5+3.0
Oxygen saturation (SpO2) (%) Median 94.0 94.0 94.0
min — max 86—98 86—98 86—98
81.3 81.4 47 (783
Dehydration 39 ) 35 ( ) ( )
9 ( 18.8) 8 ( 18.6) 13 ( 21.7)
) 47 ( 97.9) 42 ( 97.7) 59 ( 98.3)
Cyanosis
1( 21 1( 23) 1( 17)
LRERPEONIz, F2, TAZIZBLTIE, ke BETY WO HFEIE L7z,

Vid 10 BILLF TREE ZRRDPE O N7z U Eo 2 &
5, RER/INT A—=FHEDT201Z, il 50 A LET
&)Z) &R S 720 i 7 HARRLAAVEBI L E LTI,

BERFER L oL - Bk B2 Z R L T 60 B & & L7z

9. JEBIDOIY P

RAHMR L X ORI ERE TR S HERE
RIBWT, EFORS, BWiH, BERLSB X ORRO
PE, REVEOFHIZ 1T > 720 FEBIMETEICBIT b REk
L, BIEEEMICHHEREL, BRO—BZXY,

10. AREEHEHT

KRG & LT, BRRZDE, MR 0siEs L 0%
SV LT, SEFliR TS B B A, HRE,
HEAREBIOHERS - AEARBELHEN L F 72,
Time above MIC (%) &MIEZFMR)R & DBIFRIZOWT
b IFNT L 720

I & S
1. JEGIHER
REFANOBINE LHTHEL, MAANS NI EH
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g. 2. Plasma tazobactam and piperacillin concentrations after 30-minute infusion of 0.5 g/4 g.

Table 2. PPK parameters of piperacillin and tazobactam in final model
Parameter PIPC TAZ
V(L) 13.4+0.519 14.5+ 0.566
CL (L/hr) 8.74 + 0.0472 %X (Cer — 82.6) 9.38 + 0.0720 X (Ccr — 82.6)

Interindividual variability
Intraindividual residual variability

0.0357 £0.0123 (CV%: 18.9%)
0.108 £ 0.0195 (CV%: 32.9%)

0.0226 +0.00870 (CV%: 15.0%)
0.102 £ 0.0208 (CV%: 31.9%)

Data is mean * SE.

X 60 BITH D, MAANSN72ABE BRI &
N, RN LEE 60 Bl TH - 72,

PPK f##7 %1 426113 53 51, PK-PD &A% 5 51 1% 22 451
(HE~ 24 51, ] —BIC 2 FERE O RN B SRR S 7z 2 Bl
461k LTELE) THozo PPKIENTAISR 2 5 DA
PG [$RIM4AR A >~ P RER] TH Y, PK-PD
G 01E, AAVECET A IRAENT (FAS) M6, £
WEREAM (PPS) %4613 X OF PPK T A G5 & Brak &
N72BFECMA, THHEB X OERZUAW | TH - 724
FHaRBEANL 72

FAS x5 fl it 48 1, PPS 3y 46113 43 51 TH - 7=
FAS BRAMIZ 12 B1CTH b, By H I3RS T4t
BB Tholo 52, PPSEAMIESBITHY, K
AVERERE T - R 2 61, [TBRbEHE s X OF
BIgE B SO S FE MY - I oA 16, TR - 6F
FAFRPGERC] 16, THRRISE - DR ELE R X O -
HaEEX ] 16 Th-o7,

FAS, PPS B X OZEMMITHEFICB I 2 BE RSB
X OFe5- BT O Do I MM DO ) % Table 1 127R
L7

2. BEEENT

PPS %61 Ti%, B E7269.8% (30/43 %), kA
30.2% (13/43 1), 4E#ED T3 + BEHEAR 213 63.7 £ 169
i, L 69.0 TH Y, 65 Ll O EENE AT 62.8%
(27/43 B) % (5 720 BRYWRE ST 441 43 B 4450 25 Ml 14
MigeTd o7z BMEREAIHREZ [F] 5786.0% (37/43
B, FEBERRA DHIE O JRYUIE 1 ST T 5B O FEE 3B

A3 488% (21/43 Bl), HWEHEH 30.2% (13/43 ) B L O
HIEAT7.0% (3/4361) TH Y, 1ZL A EDHERELTT
B o720 T 72, PPS D4 A3 FIASIHERSERE 51 ] 12 3541
PGS, 605% (26/43 1) (CHF BT S
720 FAS O BHE W B L UMb o ILHEME 0 4571, PPS
LIRIZFRORERTH - 72,

AV S EF O BH R B L UMb FLHEfE O FF
PEL, JEYSE B4 12 B\ TR PR 2 LIS (2 o) &
BEM183% (11/60 1) T - 2LAME, PPS B L O
FAS X K&K B 2HH R R h o720 B, AV
Xt G4 [ 0> 42 60 Bl A3 i Bt 45 5- 11 ] v 1 S 1) A& 4 4
H.&N, 583% (35/60 1) O FHRELEASHE S 7z,

3. BRI OPL 5

PPS Tl 97.7% (42/43 #) THIEFR (GBI O G-F
FE RS 2 EBROP G- MO EIE) AT100% TH Y,
Pe 5 O P39l + B (R 2513 9.1 £ 25 H, HyLfiiid 8.0
HTd o720 #feh i o F3H = B R 213 11250 +
3363 g, HULfliZ 10350 g TH - 720

4. PPK f##r

1) YRR ORRERHER

PIPC B & U TAZ DI 4E i B I EfER X % Fig. 2
IRL 72,

PIPC 122 T3, PPK T R4 53 Bl S H 7z
F=F DL, HED 1 K% 72 157 B, TAZ
WZOWTIZANED 1B X e R AR (<
0.1864 pg/mL) Tk > 7z 11 K% Brva 7z 146 B o 38
Wi — % # H\wiz. %38, PIPC I22oWTCTIXERRA
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Table 3. PK parameters of piperacillin in pneumonia patients and healthy

subjects

Parameter

Pneumonia patients

Healthy subjects (N = 44)

Population mean

Mean * SE (Range)

CL (mL/min) 145.7Y
ti2 (hr) 1.06
V(L) 13.4
AUCinr (U g * hr/mL) 457.7
Cinax (11 g/mL) 166.2

198.9%+38.5 (137.2—291.0)
0.87 £0.10 (0.74— 1.15)
124+2.1 (9.0-17.8)?

347.8 £68.9 (229.1 - 486.1)

2935 %485 (192.3 - 401.3)

D Calculated as mean Ccr (82.6 mL/min).

D Vs

Table 4. PK parameters of tazobactam in pneumonia patients and healthy

subjects

Parameter

Pneumonia patients

Healthy subjects (N = 44)

Population mean

Mean * SE (Range)

194.8 +£35.2 (127.1 —293.1)

CL (mL/min) 156.3"
ti2 (hr) 1.07
V (L) 14.5
AUCin (1t g * hr/mL) 53.3
Cmax (1 g/mL) 19.1

0.82 £ 0.10 (0.66 = 1.09)
12.7+1.9 (9.2-18.7) ?
44.2*8.2 (28.4—65.6)
35.3+5.3 (22.4—49.8)

! Calculated as mean Ccr (82.6 mL/min) .

2) VSS

Table 5. Clinical efficacy
Clinical efficacy” PPS FAS
Three days of treatment (%) 11.6 (5/43) 10.4 (5/48)

End of treatment (%)
Seven days after final treatment (%)

81.3 (39/48)
77.1 (37/48)

86.0 (37/43)
81.4 (35/43)

U Efficacy = “effective” / “effective and poor” X 100

i (<01919 pg/mL) DfEIX R D> 720

2) PPK EFIVIEH

RIEBOMKBE» SH SN PIPCB LU TAZ D
MR EENHEICOWT I V28— M A Y NEFIL, il
TR Z B RE € 7V B L RN E BYREE € 7OV O
ATV, BRETFVBLIOZEONT X — 7 gz 37
%, WT %Iz %25EINPC X Y Full model % 3%
L, 2512, ZEBREICIVBREFTVEER L.
F7, BONTERETIVICLAHEMFEY T A —F
B X O Posthoc 52785 A — & (BRERNA AHeEfl) %
HWT, BifEHEICBT A MmEEhREREZ L, %
M & e L 7,

ZOfER, PIPC 3 X O TAZ OIMUAEFEEIZVWTFRY
MIE1-3 28— b XY PETFIVCTHATRETH 720 £
7o, &5 2707 I YA (CL) IS LT Cer DF % %
HRRD LNTzTzD, RIEHTE T VI B TRARZ B IX
CLORIZHER L7z BEEFTNVIZBITSHPIPC B XU
TAZ @ PPK 785 X — % % Table 2 (IR L7z

PIPC B X U TAZ D5 iR (V, “FIME + B i)

I Z N ZN134%0519L B X 1°145+0566 L, CL i
874+0.0472x (Ccr H i i —826) L/hr B X 189.38+
0.0720 x (Ccr HHiffi —826) L/hr TH Y, CL OfEARH
ZE)Z 0.0357 £0.0123 3 X 0F0.0226 +0.00870, [EANZE
1% 0.108£0.0195 3 X 17 0.102£0.0208 TH - 720 % B,
BEEFNVET— P Ty FHEICTEM LR, &K
MRNTE 7N DTS & OTEBNEAHER SN,

3) PIPC ® PPK /85 XA —%

il 2B B & MR A2 2B 1T % PIPC @ PK /¥ 5
A —% % Table 31ZI/R L7,

Jili 9 B B0 B CL B4 F ¥ # 1% 145.7 mL/min
THY, EEKRAD CL M 1989 mL/min & FEK L T
725 72 B S D 1, FEEF ML 1.06 hr TH Y
FERERAD t1, FIE 087 hr LI L CTEP o 72, 2 B,
EWIRBOSAER (V) 1IN EH O RHEF )
134LTH Y, BEKRKAOFHME 1241 © 1.08 f5&1313
Lo 7278, Wi EH SR O F IR E 55.7 kg
X% 634kg THREMIEL7-E 24, MikEETIE 0241
L/kg &7 0, fEHERAT? 0196 L/kg & H#E L T 1.23
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Table 6. Bacteriological response

Bacteriological response

PPS FAS

Response by patient? (%)

Three days of treatment (%)
End of treatment (%)
Seven days after final treatment (%)

100 (23/23) 92.3 (24/26)
100 (23/23) 92.3 (24/26)
91.3 (21/23) 84.6 (22/26)

Response by organism 2 (%)

Three days of treatment (%)
End of treatment (%)
Seven days after final treatment (%)

100 (25/25) 93.1 (27/29)
100 (25/25) 93.1 (27/29)
92.0 (23/25) 86.2 (25/29)

Table 7. Antibiotic suseptibility of causative organism
MIC (1 g/mL)
Species Isolates Antibiotics
Range MICso MICoo
Tazobactam/piperacillin = 0.06 = 0.06 = 0.06
Piperacillin = 0.06 = 0.06 = 0.06
. Sulbactam/ampicillin = 0.06 = 0.06 = 0.06
S. pneumoniae 13
Sulbactam/cefoperazone = 0.06—0.12 = 0.06 0.12
Ceftazidime 0.25-8 2 4
Imipenem = 0.06 = 0.06 = 0.06
Tazobactam/piperacillin = 0.06—0.5 = 0.06 0.5
Piperacillin = 0.06-0.5 = 0.06 0.5
. Sulbactam/ampicillin 0.25—4 0.5 4
H. influenzae 9
Sulbactam/cefoperazone = 0.06-0.25 = 0.06 0.25
Ceftazidime 0.12-1 0.25 1
Imipenem 05-8 0.5 8
Tazobactam/piperacillin = 0.06 = 0.06 = 0.06
Piperacillin 0.25-2 0.5 2
. Sulbactam/ampicillin = 0.06-0.12 0.12 0.12
M. (B) catarrhalis 3
Sulbactam/cefoperazone = 0.06—0.12 = 0.06 0.12
Ceftazidime = 0.06-0.25 = 0.06 0.25
Imipenem = 0.06—0.12 = 0.06 0.12

fs & 72 o 720 AUCInf Tl&, MigeB# oL T ME)S
4577 ug - hr/mL C, R A OFH i 3478 ug - hr/
mL D 132 TH o720 L L&D S, Cmax T, Midk
BEORHER IO 1662 ug/mL TH V), BHHRAD
T 2935 pg/mL @ 057 5 TH - 72,

4) TAZ D PPK 85 A—%

Wik BEEHEL L OCRBERAICHE TS TAZDPK /Y S
*—% % Table 4 12k L 720

Wi g 2B A CL B4 FF ¥4 1% 156.3 mL/min
TH Y, EHERAD CL F¥H 1948 mL/min & K L T
A5 720 MR EHZ D t. FHERFEHEIX 1.07 hr TH D,
R AD t1, FIE 082 hr LI L CTEN o 2. 2 B,
V 3B E O RHEFI ML 1450 TH Y, EHERA
DOFHME127L @ L1455 TH - 7255, PIPC D4 LI
BRICHREMHIEL 2L 2 A, MiREHTIX0260L/kg & 7%
D, EHERAT?0200L/kg & KB L T 1305 & % -
720 AUCinf TiZ, MigB#& OREMFYMHEA533 ug -
hr/mL C, fEHER A O FIHME 442 ug - hr/mL @ 1.21
ReTdholzo L LEAS, Cmax T, EBREZEORME
FPFMEIE 191 pg/mL TH Y, R A O V- 1H 35.3
pg/mL @ 054 15 Tdh - 720

5. HRARRIE

PPS 3 X " FAS 12313 5 TAZ/PIPC O i %) % %
Table 5 IZ/R L7260

PPS ®#:5- 3 H ORI 11.6% (5/43 1), & 5-#¢
T OFH IR O AR 86.0% (37/43 1), Fe5HT
7 HOWE313 814% (35/43 Bl) Td - 72, 72, FAS
DG 3 HEDOHE R 104% (5/48 B), $&5-4& T H: L
EHIERFOFRFIL 81.3% (39/48 1), #5471 7 HE
DYFEHRIZT71% (37/48Bl) TH -7z,

6. MRZENRES L OCHOWNE

PPS 3 £ O"FAS (2313 5 TAZ/PIPC o Hll 1 2 (19 %)
RBIUWOHER Table 6 1278 L7z,

PPS Ot 3 Hik, 58 TR IUEHIERES X O 5
T 7 HBROWEEIL, 221 100% (23/23 61), 100%
(23/23 1) B LV 91.3% (21/23 ) TH o720 72,
HRFEIE, 100% (25/25#), 100% (25/25 %) BL O
920% (23/25 %) T 72, PPSHEMT x4 23 Blthd 2
B, 5 TRRIMOIRIE DG SN BB TH Y,
5T 7 HIEOMBFREB L OCH oW EE [
el L &snsz, 72, FASOKG 3 A%, &G TH
AFHIEREB X O SRT 7T HROWEERIZ, ThEh
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Table 8. Clinical efficacy by causative organism

Three days of treatment End of treatment Seven days after final treatment
Causative organism N Unkn- |Efficacy | Effe- Unkn- | Effi Impr- | Rela- Unkn-| C
. y e nkn icacy mpr- | Rela: n ure
Effective | Poor own @) | ctive Poor own | (%) Cure oved | psed Poor own | (%)
Monomicrobial infection 21 3 18 0 14.3 19 2 0 90.5 16 2 0 2 1 85.7
Gram-positive bacteria 11 2 9 0 18.2 9 2 0 81.8 8 0 0 2 1 72.7
S. pneumoniae® 11 2 9 0 18.2 9 2 0 81.8 8 0 0 2 1 72.7
Gram-negative bacteria 10 1 9 0 10.0 10 0 0 100 8 2 0 0 0 100
H. influenzae 8 1 7 0 12.5 8 0 0 100 6 2 0 0 0 100
BLNAS" 6 0 6 0 0 6 0 0 100 4 2 0 0 0 100
BLNAR® 2 1 1 0 (1/2) 2 0 0 (2/2) 2 0 0 0 0 (2/2)
M. (B) catarrhalis® 2 0 2 0 (0/2) 2 0 0 (2/2) 2 0 0 0 0 (2/2)
Polymicrobial infection 2 1 1 0 (1/2) 2 0 0 (2/2) 2 0 0 0 0 (2/2)
Two organisms 2 1 1 0 (1/2) 21 0 0 (2/2) 2 0 0 0 0 | (2/2)
S. pneumoniae+
H. influenzae 1 1 0 0 (1/1) 1 0 0 (1/1) 1 0 0 [(1/1) 0 (1/1)
S. pneumoniae+
V. (B) catarrhalis® 1 0 1 0 (0/1) 110 0 (1/1) 1 0 0o |(1/D)| o | (1/1)
Total 23 4 19 0 17.4 21 2 0 91.3 18 2 0 2 1 87.0

U Efficacy = “effective” / “effective and poor” X 100.

2 Cure = “cure and improved” / “cure, improved, relapsed, and poor” X 100.

3

4 BLNAS: 3-lactamase negative ampicillin sensitive strains.

% BLNAR: f3-lactamase positive ampicillin resistant strains.

)
4)
5)
6)

M. (B) catarrhalis: All strains produced f-lactamase.

92.3% (24/26 B1), 92.3% (24/26 1) B X U 84.6% (22/
2600) Thorze F7z, WIHERIZ, 93.1% (27/29#),
931% (27/29%k) B X1 862% (25/29 k) Td -7z,
FAS f#HT x4 26 Bl o> 2 611, G5 O35 101 528 2
FBLTAETHBEPILEE Z-BHTHY, &5 3H
%, BHRTRUIH RS X OB5-#T 7 HEOME
AL LOROERE MERE] & 3hi,

PPS B X I'FAS IZB1F % B-lactamase #E A4 W B Y IE
Bk, £3FBLTAFTH o720 TNOHDBEEZDHIR
R, WIS HEG3IHETIE AR CHEShE
Moz, BHERTRIUIHIERL L OREGHT 7 B
ICIXFAS O 1 BIZ B\ 722 3 B2 %] &HEsh
720 FARRIS, MRFARES L UORHOBERIZOWTI,
FAS ® 1 6l% B/ PPS B L U'FAS © % 3 81T, i
NHIG 3 HEP»S [THE] EHESN, =B, FAS
D 1BNE, EEEER GG 2 HRICHE SRR O DR
ke o 72 BHETH 0, R R IR & HE S,
ME AR B L OCROHRE HEARRR] & 3hi,

7. R O ERRRD AR, MR R B X RO R

D JEEE RO MIC

PPS 28T 5 JEINH 5> MIC % Table 7 I1Z/R L7z,

PPS IZB W TAIBERCTHEE S N2 W, s
7 LBk D Streptococcus pneumoniae, MME7 T 2T
W O Haemophilus influenzae33 & U'Moraxella (Branhamella) ca-
tarrhalisC 3 V), BESPERNE 5 BE S e h o 720 TAZ/
PIPC ® MIC \&, S.pneumoniae, H.influenzae 3 & U

Ten strains were penicillin sensitive (PSSP) and one strain was not known of the susceptibility to penicillin G.

M.(B) catarrhalis \2%f L CZ N1 006 ug/mL LLF,
0.06 pg/mL 2L F~05pug/mL B £ 07006 ug/mL LT
Tho72,

2) TR R A AR

PPS 12517 % K W B R R) % Table 8 IR L 720

BB SS9 B 455 3 Hikds X U H-# THEIL
EHIEROFRHIE, TEN143% B LTT905%, &
5T 7T IR 1HD THEAR] L2, R
85.7% Tdh o720 S. pneumoniae 3 X U H. influenzae D45
BB T 253 HEOARRIZZN TN 182%
BLU125%, G TRUIPIEROARREIZENLE
N818% BLU100% THh o7z, 5T 7 HLIZIX S
pneumoniae JEHD 1 H12° THIEAR] &2, SEEFIE
ZNENT27% B LV 100% TH - 720 M. (B) catarrhalis
XD B-T 7 & < — BT B o 7275, KRR
EMCThHotze e, B~ 7 ¥~ —YIRAET L ETY
Vit H. influenzae (BLNAR) 2355# S L7z 2 BIOERIR
MRBERTH o720 BRRIERIZ2HIIRDO 5N, 1
BITIX -9 2 ¥ ~— €A M.(B) catarrhalis 357 S
NT2H, WTFNOBERIR S AR TH > 720

3) It BRI T I B A R Rl 2R

PPS (2313 % IR A UM 22 R R 2 Table 9 1278 L
7o

PG 7 BERIZ S. pneumoniae JE&EH: D 2 BIHS[H A
Bl THo 2L, wInb &G 3 HE» S [THR] &
HE S NTzo S, pneumoniae JEHD 2 B, FH-H& T HIC
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Table 9. Bacteriological efficacy
Three days of treatment End of treatment Seven days after final treatment
Causative organism | N | gradic- | Dec | persis- | Unkn- | *24"| Eradic- | De¢ | persist- | Unkn- | "2 | Bradic- | Dec- | 2™ | Unkn- | Eradi-
ation!) |T€3S€| tence | own atio ation!) |T€aS€| ence own ation ation |rease iste- own ation
1) (%)» 1 (%) » nce (%)
Monomicrobial infection |21 21 0 0 0 100 21 0 0 0 100 19 0 0 2 90.5
Gram-positive bacteria 11 11 0 0 0 100 11 0 0 0 100 9 0 0 2 81.8
S. pneumoniae® 11 11 0 0 0 100 11 0 0 0 100 9 0 0 2 81.8
Gram-negative bacteria | 10 10 0 0 0 100 10 0 0 0 100 10 0 0 0 100
H. influenzae 8 8 0 0 0 100 8 0 0 0 100 8 0 0 0 100
BLNASY 6 6 0 0 0 100 6 0 0 0 100 6 0 0 0 100
BLNAR® 2 2 0 0 0 [(2/2) 2 0 0 0 (2/2) 2 0 0 0 (2/2)
M.(B) catarrhalis®” 2 2 0 0 0 |(2/2) 2 0 0 0 (2/2) 2 0 0 0 (2/2)
Polymicrobial infection 2 2 0 0 0 [(2/2) 2 0 0 0 (2/2) 2 0 0 0 (2/2)
Two organisms 2 2 0 0 0 [(2/2) 2 0 0 0 (2/2) 2 0 0 0 (2/2)
S. pneumoniae+
H. influenzae 1 1 0 0 0 |[(1/1) 1 0 0 0 (1/1) 1 0 0 0 (1/1)
S.pneumoniaet
M.(B) catarrhalis® 1 1 0 0 0 |(1/1) 1 0 0 0 (1/1) 1 0 0 0 (1/1)
Total 23| 23 0 0 0 100 23 0 0 0 100 21 0 0 2 91.3

1 Eradication: Eradication/presumptive eradication, Decrease: Decrease/Partially eradication.

2 Eradication: “eradication” / “eradication and decrease/ partially eradication and persistence” X 100.

% Ten strains were penicillin sensitive (PSSP) and one strain was not known of the susceptibility to penicillin G.

4 BLNAS: f-lactamase negative ampicillin sensitive strains.

5 BLNAR: f-lactamase positive ampicillin resistant strains.
) M. (B) catarrhalis: All strains produced f3-lactamase.

Table 10. Bacteriological prognosis

Three days of treatment End of treatment Seven days after final treatment

Species N | Eradic- | Persis- | Unkno- Ergdlc— Eradic- | Persis- | Unkno- Ergdlc— Eradic- | Persis- | Unkno- Ere}dlc-

ation | tence wn ation ation | tence wn ation ation | tence wn ation

(%) M (%) ) (%) V
Gram-positive bacteria 13 13 0 0 100 13 0 0 100 11 0 2 84.6
§. pneumoniae® 13 13 0 0 100 13 0 0 100 11 0 2 84.6
Gram-negative bacteria 12 12 0 0 100 12 0 0 100 12 0 0 100
H. influenzae 9 9 0 0 100 9 0 0 100 9 0 0 100
BLNAS? 7 7 0 0 100 7 0 0 100 7 0 0 100
BLNARY 2 2 0 0 (2/2) 2 0 0 (2/2) 2 0 0 (2/2)

M. (B) catarrhalis® 3 3 0 0 (3/3) 3 0 0 (3/3) 3 0 0 (3/3)
Total 25 25 0 0 100 25 0 0 100 23 0 2 92.0

! Eradication = eradication/radication, persistence, and unknown.

? Ten strains were penicillin sensitive (PSSP) and one strain was not known of the susceptibility to penicillin G.
% BLNAS: f3-lactamase negative ampicillin sensitive strains.
4 BLNAR: f-lactamase positive ampicillin resistant strains.

3 M. (B) catarrhalis: All strains produced f3-lactamase.

Table 11. Relationship of % time above MIC with clinical efficacy and bacteriological response
% time above MIC (%)
Organism Clinical efficacy? (%) Bacteriological response® (%)
> 30% > 50%
S. pneumoniae 12/12 (100)Y 12/12 (100)Y 10/12 (83.3) 12/12 (100)
H. influenzae 9/9 (100)V 9/9 (100)" 9/9 (100) 9/9 (100)
M. (B) catarrhalis 3/3 (100)V 3/3 (100)V 3/3 (100) 3/3 (100)

! Patients of the > 30% and > 50% of the time above MIC
2 Patients “effective” in clinical response.

% Patients “eradicated” in bacteriological response.



22 H A& b % &k 52 & M 6 MAR. 2010
Table 12. Percent time above MIC at each MIC at 2.25 g of TAZ/PIPC in 30-minute infusion
Dose (2.25 g) % time above MIC (ug/mL)
& Subject
per day 0.063 0.125 025 0.5 1 2 4 8 16 32 64 128
40 99.9 99.9 99.9 96.7 85.2 73.7 62.0 50.5 38.7 26.8 14.3 0.6
Patient Cer 80 99.9 93.9 84.9 75.9 67.0 580 488 39.8 30.5 21.1 11.1 0.0
2 (mL/min) 120 84.7 774 701 62.7 55.3 479 404  33.0 25.3 17.5 9.1 0.0
Average! | 99.9 92.6 83.8 74.9 66.1 572 482 39.3 30.2 20.8 10.9 0.0
Healthy 57.3 52.4 47.5 42.6 37.6 32.7 27.6 22.5 17.3 119 5.8 0.0
40 99.9 99.9 99.9 99.9 99.9 99.9 93.8 76.3 58.7 40.8 22.0 1.6
Patient Cer 80 99.9 99.9 99.9 99.9 99.9 87.2 73.6 59.8 459 31.8 16.9 0.1
3 (mL/min) 120 99.9 99.9 99.9 94.1 83.0 72.0 60.6  49.5 38.1 26.3 13.7 0.0
Average! | 99.9 99.9 99.9 99.9 99.2 85.9 72.4 59.0 45.3 31.4 16.6 0.0
Healthy 86.0 78.6 71.3 63.9 56.4 49.0 41.4 33.8 26.0 179 8.6 0.0
40 99.8 99.8 99.8 99.8 99.8 99.8 99.8 99.7 80.1 56.3 314 4.3
Patient Cer 80 99.8 99.8 99.8 99.8 99.8 99.8 99.8 80.5 62.0 43.2 23.2 1.0
4 (mL/min) 120 99.8 99.8 99.8 99.8 99.8 96.2 81.3 66.3 51.0 354 18.7 0.0
Average! | 99.8 99.8 99.8 99.8 99.8 99.8 97.3 79.4 61.2 425 22.8 0.9
Healthy 99.8 99.8 95.0 85.2 75.2 65.3 55.2 45.1 34.7 23.8 11.6 0.0
! Average Ccr in pneumonia patients was 82.6 mL/min.
Table 13. Percent time above MIC at each MIC at 4.5 g of TAZ/PIPC in 30-minute infusion
Dose (4.5 g) ) % time above MIC (1 g/mL)
d Subject
per day 0.063 0.125 025 0.5 1 2 4 8 16 32 64 128
40 99.9 99.9 99.9 99.9 96.7 85.2 73.7 62.0 50.5 38.7 26.8 14.3
Patient Cer 80 99.9 99.9 93.9 84.9 759 67.0 58.0 48.8 39.8 30.5 21.1 11.1
2 (mL/min) 120 92.1 84.8 774 701 62.7 553 479 404  33.0 25.3 17.5 9.1
Average! | 99.9 99.9 92.6 83.8 749  66.1 572 482 39.3 30.2 20.8 10.9
Healthy 78.9 72.8 66.6 60.3 54.2 479 418 354 291 22.8 16.1 8.9
40 99.9 99.9 99.9 99.9 99.9 99.9 99.9 93.8 76.3 58.7 40.8 22.0
Patient Cer 80 99.9 99.9 99.9 99.9 99.9 999 87.2 73.6 59.8 45.9 318 16.9
3 (mL/min) 120 99.9 99.9 99.9 99.9 94.1 83.0 72.0 60.6  49.5 38.1 26.3 13.7
Average! | 99.9 99.9 99.9 99.9 99.9  99.2 85.9 724 59.0 45.3 314 16.6
Healthy 99.9 99.9 99.9 90.5 81.3 72.0 62.6 53.1 43.6 34.1 24.1 13.5
40 99.8 99.8 99.8 99.8 99.8 99.8 99.8 99.8 99.7 80.1 56.3 314
Patient Cer 80 99.8 99.8 99.8 99.8 99.8 99.8 99.8 99.8 80.5 62.0 432 23.2
4 (mL/min) 120 99.8 99.8 99.8 99.8 99.8 99.8 96.2 81.3 66.3 51.0 35.4 18.7
Average! | 99.8 99.8 99.8 99.8 99.8 99.8 99.8 97.3 794 612 42.5 22.8
Healthy 99.8 99.8 99.8 99.8 99.8 96.0 83.6 71.1 58.3 45.6 32.3 18.1
! Average Ccr in pneumonia patients was 82.6 mL/min.
MOMRHESE T SNLBETHY, HGHTTHRD HEIh,

MR AR R R [HEARE] & Shiz.

B-5 7 ¥ =—YEED M.(B) catarrhalis B X U B-5
7y <—¥IELET V) itk 2 Bl % & H influ-
enzae WAHES N/ Z 2P B L8 HIZBVTH, %53
Hgh» o (k] eIz, BEEREGEO 262k
WTHMBE AR [THE] THho7z.

4)  BHEEHNEOWHE

PPS 128} % FIR R M H O £ % Table 10 1277 L 72,

e 58T 7 H #% 2 S. pneumoniae @ 2 ¥k A [H] & A
el THo72PAHE, wInb G5 3 HE2S [THK] &

5) G IMBIE O B

Bl S N7z GHmINBIE L, RS 7 2RO
Klebsiella pneumoniae 3 & U° Acinetobacter lwoffii 254 1 ¥k
DFF2HTH Y, WRAHGR EHESNIZEATOMB
WTHorzo BHEFIIWTND PPS B XU FAS A
BlCTho7z720, FASIZBWTHHUMHERTH -7z,

6) MIEHNMRDB 03 B BRIR )R

ThFEH MR T OER)IE 833% (10/1281) TH -
7oo B, WRVIEFID 2 KL, EOREGNE A5 720 FAS
TORRDL PPS EREK AL L LDTIRAD 572,
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Table 14. Adverse event overview

. . . . Difference in
1) 2)
Adverse event Relationship Subjects Events Cases Incidence? (%) incidence (%) 95% CI9
1-5 60 44 114 73.3 60.3, 83.9
Number 1-4 60 35 81 58.3 44.9, 70.9
1-3 60 24 54 40.0 27.6, 53.5
1-5 60 28 51 46.7 33.7, 60.0
Laboratory 1-4 60 24 45 40.0 27.6, 53.5
abnormalities
1-3 60 16 32 26.7 16.1, 39.7
1-5 60 1 1.7 0.0, 89
Serious 1-4 60 0 0.0 0.0, 6.0
1-3 60 0 0 0.0 0.0, 6.0
1-5 60 33 60 55.0 41.6, 67.9
Significant 1-4 60 29 54 48.3 35.2, 61.6
1-3 60 21 41 35.0 23.1, 48.4
1-5 60 3 4 5.0 1.0, 13.9
Dropout 1-4 60 2 3 3.3 04, 11.5
1-3 60 2 3 3.3 0.4, 115

U1 Certain, 2 Probable, 3 Possible, 4 Not likely, 5 Unrelated
? Incidence = events/subjects X 100
9 CI: Confidence interval

8. FHIOH R, EWRES L 2N 5O RE & OBk

1) I#4Ed PIPC # B 1CBI 9 % % Time above MIC &
AL L OHHEERE OBR

PK-PD f##7 % 4 B 4= 22 B (ME~ 24 51, [5] — )T 2
PO NEITRE SN 26 % 461 LTRIE) @9
%, S. pneumoniae \% 50.0% (12/24 %), H. influenzae &
375% (9/24 B1), M.(B) catarrhalis \& 125% (3/24 #1) 7
5HH S N7z, %Time above MIC & 1213, [PPK
ETFVER] 2B 5 PIPC IZOWTORMKET VDD
BONTKBER PK /85 A — FHEEMB X OEREF
(Cer B HiE) % Hv"C, POSTHOC %12 X 0 & hili 58
FOlMEEH PIPC iR Z 2 I 2 L — b L7

PK-PD AT G 61l 45 22 B 7 5 Bt S 7z S. pneumo-
niae, H.influenzae 3 £ O° M. (B) catarrhalis \Z2\ T, il
Yerp PIPC 22 IS 3 % % Time above MIC & [ R %hH
BILUHREHFENRIROBLRE Table 11 1278 L 72,

S. pneumoniae MM E N2 121D 9 &, FRIREY R A
[H&] ThHo7zDiZ 1061, [Jmxh)] ThHo7zDik 26T
B o 7278, 12 BB BT %Time above MIC & 50%
UETHY, MIREFRRIRIETRTEETH > 720 H. in-
fluenzae 25WRI S N7 9Bl & M.(B) catarrhalis 25 &
N7z 361 Tid, &#1® %Time above MIC 1% 50% LA LT
HY, EFITHARMEE [HR] THH, MEFHRIR
I RTHEETH - 72,

2) iz QPRS0 MIC fii TP % Time above
MIC D5

TAZ/PIPC % 1 & 7-0 225g Xix45g (PIPC & L
T2gNid4g), 1H2ME, 3MPBIO4 NS LA
D% O MICEIZ BT 2 AKBBROEHE MREH) %5
DN\ HE B A\ @ % Time above MIC % Table 12 8 & O°

Table 13 1Z/R L7z0 %8B, MEEZIZOWTE, Cerfl
7% 40 mL/min, 80 mL/min, 120 mL/min 3 & V£33
fii (826 mL/min) @ 43 Z#Et L7z

ZFhZEho MIC flI2B81F % % Time above MIC i, 1
A OB AT B2 TN 2 @& S5 h
720 Cer i 28120 mL/min @ £ & 121 M 225¢g, 1 H 2
[\, 33 &4 H¥5 L7284, %Time above MIC %%
30% %8z % MICHEIZZNZEN 8 ug/mL, 16 ug/mL
BLU3R2ug/mLThHY, 1M45¢ 1 H2M, 3MB L
O 4 G L7z A T, ThZEh 16 ug/mL, 32ug/
mL B LU 64 ug/mL T -7z, F72, Cer s 82.6 mL/
min OBHE (REBOEFH BT 2 EZWFEHME) 2B»
T, B2 IEMICHEA32 ug/mLOJERE IZx3 % % Time
above MIC Z#&iii¢5 &, 10225¢g, 1 H 2 H$%5- Tl
208%, 1M 45g, 1 H3 MBI 4 MY TlL453% B
LU612% TH -7z,

9. VO

HERLOMER L ER % Table 14 1R L7z,

G VEIANT I R AL 60 BlICB VT, HERIZ 44 H1
14 3B L, BHFE (5% BEXM) 13733 (603~
839) % ThHo7zo AEHGZDH B, FRMAMEF L)
X 28 B 51 1, FEBIZE (95% EHEIX ) 1 46.7 (33.7~
60.0) % TH o7,

HEREE L OWEBRA 1~3 OF EHS (FIEM) & 24
B 54 5B, FBE (95% FHEIXE) 1 400 (276~
535) % Tdh o> 720 FRMAMERFE LB O ) HEITEH L &
N7-350% 16 B 32 P38 BL L, FEBLA (95% fFHHIX M) 1%
26.7 (16.1~39.7) % TH o7z,

FECHNE 2 <, EELAFERELIZ1IH LMK, £
DAMFE A EFHGIL 336 60 7, Hikicwizo 72 HE
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Table 15. Adverse events
Mild Moderate Severe
Systemic organ class (SOC) and
Prefered Term (PT) All adverse Drug related All adverse Drug related All adverse Drug related
events adverse events! events adverse events' events adverse events'
Ear and labyrinth disorders
Vertigo 1(1.7) 1(1.7)
Gastrointestinal disorders
Cheilitis 1(17) 1(17)
Colonic polyp 1(1.7)
Constipation 3 (5.0) 1(1.7)
Diarrhea 20 (33.3) 13 (21.7) 1(1.7) 1(1.7)
Hemorrhoids 1(1.7)
Periproctitis 1(1.7)
Stomatitis 2 (3.3) 1(1.7)
Toothache 1(1.7)
Vomiting 2 (3.3)
Hemorrhoidal hemorrhage 1(1.7)
General disorders and administration site
conditions
Chest pain 1(1.7)
Edema peripheral 1(1.7)
Pyrexia 1(17) 1(17) 1(17) 1(17)
Infections and infestation
Herpes simplex 1(1.7)
Nasopharyngitis 1(1.7)
Urinary tract infection 1(1.7)
Lung infection 1(1.7)
Investigations
Alanine aminotransferase increased 9 (15.0) 7 (11.7)
Aspartate aminotransferase increased 6 (10.0) 4 (6.7)
Blood bilirubin increased 2 (3.3) 2 (3.3)
Blood creatine phosphokinase increased 1(1.7)
Blood creatinine increased 1(1.7) 1(1.7)
Blood lactate dehydrogenase increased 1(1.7)
Blood potassium increased 2 (3.3) 1(1.7)
Blood pressure increased 1(1.7)
Blood urea increased 1(1.7) 1(1.7)
Eosinophil count increased 3 (5.0)
Gamma-glutamyltransferase increased 7 (11.7) 5(8.3)
Glucose urine present 2 (3.3)
Lymphocyte count increased 1(1.7) 1(1.7)
Neutrophil count decreased 1(1.7) 1(1.7)
Platelet count decreased 1(1.7) 1(1.7)
Red blood cell urine positive 2 (3.3) 1(1.7)
White blood cell count decreased 2 (3.3) 2 (3.3)
White blood cells urine positive 1(1.7)
Blood bilirubin decreased 1(1.7) 1(1.7)
Protein urine present 1(1.7)
Blood alkaline phosphatase increased 3 (5.0) 2 (3.3)
Occult blood positive 1(1.7)
Metabolism and nutrition disorders
Hypokalemia 1(1.7) 1(1.7)
Decreased appetite 1(1.7)
Musculoskeletal and connective tissue
disorders
Back pain 1(1.7)
Pain in extremity 1(1.7)

(continued)
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Table 15.

(continued)

Mild

Moderate Severe

Systemic organ class (SOC) and

Prefered Term (PT) All adverse

events

Drug related
adverse events'

All adverse
events

All adverse
events

Drug related
adverse events"

Drug related
adverse events'

Nervous system disorders
1(17)
1(L7)

Dizziness
Headache

1(17)

Psychiatric disorders

Insomnia 3 (5.0)

Renal and urinary disorders

Proteinuria 1(1.7)

1(1.7)

Respiratory, thoracic and mediastinal
disorders

Hiccups 1(1.7)
Pleural effusion
1(L7)
1(17)

Pneumonitis
Upper respiratory tract inflammation

1(17)

1(1.7)

Skin and subcutaneous tissue disorders
Drug eruption
Eczema 2 (3.3)
Rash 1(1.7)

1(1.7) 1(1.7)

Vascular disorders

Hypotension 1(1.7)

D Drug related adverse events include certain, probable and possible events.

FHRIIWAHCRBIL, B, TOMBEELAES
G021 Bl Al B L ORI W s o HEHLD 2413
PEDSRIVEI & HIWF S 7z,

TRTOFEFRLEZRER B X ORI IC Table
15 1Z/R L7z,

2 BILL ISR BLL 7oA E S T 21/60 11 (35.0% ),
TS5y -T3IJ)NT VAT =T — EHNN/60H
(150%), y=-Z V% IV b5y A7 x5 —EHNT7/60
Bl (11.7%), TANSEUVBTI /) IV ATz —F
B4 6/60 51 (10.0%), i 4/60 51 (6.7%), UFMEEREHE
m, M7 v A YRR T 7 —ERNB X O IRAEA &
3/60 1(5.0%), LIN%, WEH:, 824, Ifikp e Ve 8
W, e ) 28N, R TR R, R PR IIER
Bk, BIMEREGRA B X OHRE 2% 2/60 61 (3.3%) T
Holze 72, 2B B L Z2BIEHIE T 14/60
B (233%), 79=> T35 A7x5—EH
7/60 #1(11.7%), y-Z V¥ IV EF ¥ A7 x5 —E8N
5/60 51(83%), 7T ANTX VBT I/ FF VAT 25—
Y1 4/60 B (6.7%), F&E, My verm A
MERBRA B L M7V H ) KRR 7 7 5 —EHNA%
2/60 51 (33%) TH o7z

T2, BIEH (WEBES1~3) ) b b HHERD
B o TG 23.3% (14/60 B1) TH Y, ERRMA
HREEBHO S LRBEIRDE,P - LEHEEZT 7 =
VT3 b UAT 2T —EHIN150% (9/60 1) T
Hotle T, BHHEHPS 6 HEETICRDLL T
BL-AERLIITM (181F) THhotz,

RO R - KEZELAEHGI L, ki
Wiz o P ERGUIRE, MM, BkEs L O
BThole TOI)BRKIEELAERRLHAW SN
TR L ORI EE SN, FoMuIEIfEm &
s 7z,

WEZBELAHERLD ) L 24U EALN-HR
&, P (10 1), MERR (4 1F), ASHRE (3 fF), HN%
BIOWE (%214 THY, EWERTIETH 7)) T
Hol

nm. = =

RiEBE, Wi REE %5, TAZ/PIPC O 1
M 45¢1 H 3 Rk 14 HHEPGC X 2 WBRE, A
M, %24tk B & O Time above MIC & A %010 B4R % K
FTsZLE2HWE LCEIM, Eiishi,

RIEBRO FEFMEE Th 2 EWB RO ICB W
T, RETF ML DEM LM REED PIPC B L
TAZDOPK/XF A — 5 BHEFFYME L, BEKAD
PIPC B X O"TAZ ® PK /85 A — ¥ Figfli & el L 72
HRIIRDEBY TH o720

MifBEIZBIFLPIPCBEUOTAZOEY )T 5
v A (CL) OFHEFEMMEIX 145.7 mL/min B & U 156.3
mL/min T& 0, K A ® CL ¥4 1989 mL/min
BXU1948 mL/min & i L T A - 72, Mg #H12
B1F % PIPC B X O TAZ O t,, B4 FIF 35946 13 1.06 hr
BLULOThr TH Y, BHEHRAD .. F¥1H 0.87 hr B &
082h LHEELTEL, Zhidko CL oETICERA
THEEZ SN, %3, PIPC B & U TAZ O fi sk
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(V) IZoW T EZ ORHERPFIHMHEAT 134 L BL O
145L TH Y, BERAOFHMEI24L BL T 127L 0
108 B LU LA TH o720 512, MifBE T
RER A DI RE 55.7 kg X 1% 634 kg THREMIEL 72
EZAh, 123 B L1305 & % o 72 PIPCB &K UF
TAZ ® AUCinf TiZ, Mi%kEEOREF M A 457.7
pug-hr/mL BXU533 ug - hr/mL T, EHREEA DT
i 3478 ug - hr/mL B £ 442 ug - hr/mL ® 1.32 %
BIU121ETH Y, ThidZdko CLoETIGERT %
EEZONT, L2L%2L, PIPCBXUTAZ®
Cmax Tl&, M EH O B4R ¥ #1E 166.2 ug/mL
BLO191 ug/mL TH Y, EHFERADTV-IMHE 2935 ug/
mL B X 353 ug/mL D 057fHB X 05415 TH o
72

VigowTid, EERAE L TliZEErRE %R
EZRTEVIIEND DY, KBBRIIBWTHFEKED
WRIWREINIZEEZONS, T2, BFERANICIEKL
TS C Cmax 2MXEZ /R L7231 & LT, Mgk
BEDEIIVINVRELZVERTILIZLIZLDTD
LEEZBND,

R AD R T, PPS o5 3 HAOAR31E 11.6% (5/
43 B1), 5 TR TR IO AR I 86.0% (37/43
Bl), 54T 7 HiAOYERIL 81.4% (35/43 1) TdH -
720

MWENDREB L OHOWETIE, PPSOSH.3H
%, BHRTHRDOIHPIERE X OS5KT 7 ARICB
HIHgeE L & NCHTHEEDS, 100% (23/23 61), 100%
(23/23 B1) B & 1°91.3% (21/23 B1), 7 5 N2 100%
(25/25 k), 100% (25/25 %K) £ 18920% (23/25 #k)
THY, TAZ/PIPC ® 45¢1 H 3 51, dirhilisii
B L TENZEIRAR E MEER R 2R3 2 & a8
HE»E R o7,

I 4EH PIPC i B2 BY 3 % % Time above MIC & i IR
B, % O TR FNRIRDOBERIZOWTIIRD L B
N ThHolzs

S. pneumoniae B S N7 12D H &, ERIREIR D
[H5)] Tho7zDid 106, [ER)] ThHo72Did 26T
H Y, 12 FIEF TR AIRRIETE K] % Time above
MIC 1% 50% DL ETHh - 720 H. influenzae HHRI S 72 9
Blcix, EFCHIRRIEE AR, MEFNRIFRIE [
K] THY, 881®%Time above MICIZ50% 2L L TdH -
720 M.(B)catarrhalis H3Hett S 7z 3 BIClE, &6 CHIR
BT TR, MEFENRERIETEE]ITH D, %Time
above MIC 12 50% VL ETH -7,

RV U RPUHE O EFIRB) A 1Z % Time above MIC
WAL, 21t 30% Ph b &R 3356 1 ERR BN A5
HTELZENRESINTVE™Y, 22T, MiEBEIC
BT % PPK s R» S, s oHBEHER XU MIC
flE TP %Time above MIC #5iHi L 72& 2 A, 1 HO#

N ATEIMT 52O T, EhEho MICEIZBI
% % Time above MIC b 3l L 7z, Cer fE7% 120 mL/min
THLMEEZFICIM225¢g, 1 H2M¥Fx5 L%E %
Time above MIC %¥30% % i#8 % % MIC 14 & 8 ug/mL
ThO, 1H45¢g, 1 H3IABI P4 MFELS LEAEIC
1% % Time above MIC 2% 30% %z %5 MIC fiix 32
pg/mL B X 64 ug/mLTdh o7, 11H45¢ 1H3
Ak L4 ARG TIE, REBTHERFE LTHRIBSh
Wi RERR R A ¥ 7 VT v 7 & D T 7 N 35 i e
JFEREIZD & X0, REBRTIIRI SN0 2akE
ZIELDET DT T LR O MICs (WU 2344 FLHH 2R
HT64ug/mL) "2 A N—LT0WEHIERDL, Thbk
JERR & 9 % FE - BEARPEM 28 120 LT b BRIRRD R A5
FFCELIEDIRBEINT,
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Hl&lE, PK-PD OBlE25 1H45g, 1 H3MBLU4
RGP RYETHLEEZ BN,

BB P58 724 60 Bl BV T TR 222 >
7zo RELHMOEELHEFLIZLHE 11 WK) oA
BD HNTD, EEHEE OREBRIEITEE S, @Y%
WU &0 A L 7z BIVERT I 24 680 54 PRF8BL, 2 BILL
FICHRBU BRI TR 14/60 51 (233%), T T =
VT b UAT T — ¥R T7/60 B1(11.7%), y-
TVEINET AT T —EHIN5/60 6 (83%), T
ANRGEVBT I NT VAT =T — BN 4/60
(6.7%), F&#h, IMPE ) LE BN, HIERERD B &
QU7 VA1) KA T 7 7 — LA 2/60 61 (3.3%)
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BRI, 9 B X OCEWNTHEMG S -8k & N2 E
WTO 1 : 4 BEERAB X I CofAFREER 5 T3l
T&2HATHY, KEBRTHPMREZICHNT 2
TAZ/PIPC ® 10145 g1 H 3 [A$% 5 0 B AW HE L &
n-dbotEz o,

2
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Clinical pharmacological study of tazobactam/piperacillin in patients
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A clinical pharmacological study of tazobactam/piperacillin(TAZ/PIPC), a -lactamase inhibitor com-
bined with penicillin antibiotic, was conducted on patients with community-acquired pneumonia, together
with population pharmacokinetics(PPK) and pharmacokinetics-pharmacodynamics(PK-PD) analysis. Results
confirmed TAZ/PIPC dosage propriety for this group of patients.

1. PPK analysis: Patients with pneumonia were compared to healthy adult volunteers for PIPC and TAZ
PK parameters. Systemic clearance was lower and the half-life (t,»;) was longer in those with pneumonia than
in healthy volunteers. The steady-state volume of distribution (V) of TAZ in patients with pneumonia was
1.23 times and of PIPC 1.30 times as large as those in healthy adult volunteers. Cn.: in blood was lower in pa-
tients with pneumonia.

2. Clinical effect: Response three days after treatment was 11.6% (5/43 patients) and time to completion/
discontinuation of treatment was 86.0% (37/43 patients). Improvement seven days after completion of treat-
ment was 81.4% (35/43 patients).

3. PK-PD analysis: Streptococcus pneumoniae, Haemophilus influenzae, and Moraxella (Branhamella) catarrhalis
were detected in 24 patients, and all cases were judged to have “disappeared.” Calculated time above MIC
(%) was 100% in all cases but one (94.6%) . When TAZ/PIPC was administered three times a day (4.5 g X 3)
or four times a day (4.5 g X 4) to patients with pneumonia whose Ccr was 120 mL/min, MIC allowing time
above MIC (%) exceeding 30% were 32 ug/mL and 64 ug/mL.

4. Safety: Drug-related adverse events numbering 54 were recognized in 24 patients, i.e., an incidence of
40.0%. Of laboratory test abnormalities, 32 adverse events recognized in 16 patients were regarded as drug-
related i.e., an incidence of 26.7%.

Given these results, the appropriate TAZ/PIPC dosage adopted for treatment of community-acquired
pneumonia is three times daily at 45 g.



