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Table 1. Background characteristics of responders

Background items Group A (N=272) Group B (N =207)
Age 20 to 29 years 6( 2.2%) 2 ( 1.0%)
30 to 39 years 54 (19.9%) 27 (13.0%)
40 to 49 years 125 (46.0%) 58 (28.0%)
50 to 59 years 71 (26.1%) 80 (38.7%)
=60 years 15( 5.5%) 36 (17.4%)
No response 1( 0.4%) 4( 1.9%)
Gender Male 248 (91.2%) 180 (87.0%)
Female 12 ( 4.4%) 14 ( 6.8%)
No response 12 ( 4.4%) 13 ( 6.3%)
Hospital category University hospital 41 (15.1%) 18 ( 8.7%)
Public hospital 110 (40.4%) 66 (31.9%)
Private hospital 93 (34.2%) 84 (40.6%)
Others 24 ( 8.8%) 28 (13.5%)
No response 4( 1.5%) 11 ( 5.3%)
No. of beds =99 7( 2.6%) 35 (16.9%)
100 to 199 39 (14.3%) 55 (26.6%)
200 to 299 44 (16.2%) 35 (16.9%)
300 to 399 43 (15.8%) 18 ( 8.7%)
400 to 499 46 (16.9%) 16 ( 7.7%)
=500 89 (32.7%) 41 (19.8%)
No response 4( 1.5%) 7( 3.4%)
Department General medicine 51 (18.8%) 60 (29.0%)
Respiratory medicine 110 (40.4%) 28 (13.5%)
Hematology/oncology 19 ( 7.0%) 9( 4.3%)
Infections 20 ( 7.4%) 0
General surgery 12 ( 4.4%) 16 ( 7.7%)
Gastroenterol. surgery 15( 5.5%) 15( 7.2%)
Thoracic surgery 2( 0.7%) 5( 2.4%)
Neurosurgery 3( 1.1%) 3( 1.4%)
Orthopedic surgery 2( 0.7%) 9( 4.3%)
Obstetrics & gynecology 0 3( 1.4%)
Urology 5( 1.8%) 13 ( 6.3%)
Emergency medicine, ICU 8( 2.9%) 2( 1.0%)
Others 24 ( 8.8%) 39 (18.8%)
ICD qualified Yes 132 (48.5%) 84 (40.6%)
No 130 (47.8%) 114 (55.1%)
No response 10 ( 3.7%) 9( 4.3%)
Infection specialist ~ Yes 35 (12.9%) 14 ( 6.8%)
No 229 (84.2%) 178 (86.0%)
No response 8( 2.9%) 15( 7.2%)
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Table 2. Diseases for which intravenous ciprofloxacin was prescribed in Group A

Disease Overall (N =272) Targeted therapy™ Empiric therapy
Community-acquired pneumonia 174 (64.0%) 44 (25.3%) 130 (74.7%)
Hospital-acquired pneumonia 205 (75.4%) 71 (34.6%) 132 (64.4%)
Sepsis 153 (56.3%) 68 (44.4%) 83 (54.3%)
Peritonitis 44 (16.2%) 24 (54.6%) 20 (45.5%)
Cholecystitis/cholangitis 40 (14.7%) 18 (45.0%) 22 (55.0%)
Secondary 1nf.ect10n in trauma/ 30 (11.0%) 18 (60.0%) 11 (36.7%)

burns/surgical wounds
Legionellosis (incl. pneumonia) 84 (30.9%) 57 (67.9%) 25 (29.8%)
Anthrax 2( 0.7%) 2 (100%) 0

*In cases where etiologic microorganisms were identified.

Multiple answers included.

Table 3. Severity of diseases for which intravenous ciprofloxacin was prescribed in group A

Disease Severity Targeted therapy™ Empiric therapy

Community-acquired pneumonia Mild 0 2( 1.6%)
Moderate 19 (44.2%) 51 (39.8%)
Severe 24 (55.8%) 75 (58.6%)
Hospital-acquired pneumonia Mild 0 1( 0.8%)
Moderate 30 (42.3%) 52 (39.4%)
Severe 41 (57.7%) 79 (59.8%)

Sepsis Mild 0 0
Moderate 21 (31.3%) 27 (32.5%)
Severe 46 (68.7%) 56 (67.5%)

Peritonitis Mild 0 0
Moderate 11 (45.8%) 9 (45.0%)
Severe 13 (54.2%) 11 (55.0%)
Cholecystitis/cholangitis Mild 0 1( 4.5%)
Moderate 9 (50.0%) 8(36.4%)
Severe 9 (50.0%) 13 (59.1%)

Secondary infection in trauma/ Mild 1( 5.6%) 0
burns/surgical wounds Moderate 9 (50.0%) 6 (54.5%)
Severe 8 (44.4%) 5 (45.5%)

Legionellosis (incl. pneumonia) Mild 6 (10.5%) 0
Moderate 31 (54.4%) 11 (45.8%)
Severe 20 (35.1%) 13 (54.2%)

Anthrax Mild 0 0

Moderate 1 (50.0%) 0

Severe 1 (50.0%) 0

*In cases where etiologic microorganisms were identified.
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[(BETHD] EMELZT6 HIZOWT, ICD BHH Y - 72 LB X OIERAE S MR & IR EALE 5 M CRg JUEsT L 72
MR, BIE CTIARENALNLZD (p<0.001), BETEEZER2o72 (p=0374),

4) BHEARROLTIZOWT

AR LT, BHBERGPARINHEOMTREDOEAB L ZOEMEIZOWTHRAE L7288 % Table 8~
10 12" L7z,

RS DEALIZOWTIE, [EDbS%\v](652%) 25 LSS 5 1(419%) L) bEhoiz. b, [
HEEEPHNT 5| EHA L1144 TlE, BEENRN—-ZL LT, BEOEBREHRD [1.3~154%1(386%), [1.0~1.2
1(193%), [1.6~2045109.7%) \Z¥M$ 5 & PRLZ, /2, FO#EHHE LT, KE525[PK-PD BEinoBlms» s
ARt K] #3172, —H, [EbShn] LA LB LOKXRIE, 8 1R L2V ] 2H8EICH
F720 RWT, [BUROFZETHRD Y | 738%, [ EORBRERRITRT 2D0ALH] 237%, [FHiHE L EHERIKT
BBV TRWER I CARLDH B ] H36% Eit\7z,



214 H KR AL % #F 3 % & M Gk MAR. 2012

Table 4. Reasons why intravenous ciprofloxacin prescription
had not been experienced in group B

Reason No. of responses
Poor efficacy 3( 1.4%)
Adverse reactions 4( 1.9%)
Inappropriate dosage and administration 8( 3.9%)
No appropriate patient subject to the regimen 91 (44.0%)
Not adopted at facility 111 (53.6%)
Other 23 (11.1%)

Table 5. Prescription timing of intravenous ciprofloxacin [Group A: N = 272]

Disease First-line drug Second-line drug Third-line drug
Community-acquired pneumonia 20 (11.0%) 111 (61.3%) 50 (27.6%)
Hospital-acquired pneumonia 21 ( 9.9%) 144 (67.6%) 48 (22.5%)
Sepsis 27 (16.6%) 100 (61.3%) 36 (22.1%)
Peritonitis 4( 7.5%) 30 (56.6%) 19 (35.8%)
Cholecystitis/cholangitis 7 (12.7%) 31 (56.4%) 17 (30.9%)
Secondary 1nffact10n in trauma/ 1( 2.4%) 24 (57.1%) 17 (40.5%)

burns/surgical wounds
Legionellosis (incl. pneumonia) 93 (90.3%) 9( 8.7%) 1( 1.0%)
Anthrax 18 (81.8%) 4(18.2%) 0

Table 6. Need for high-dose administration of intravenous ciprofloxacin [Group A: N = 272]

ICD qualified Infection specialist qualified
Overall
Yes No Yes No
Needed 170 (62.5%) 95 (72.5%) 70 (53.8%) 32 (91.4%) 135 (59.2%)
Not needed 11 ( 4.0%) 3( 2.3%) 8( 6.2%) 1( 2.9%) 10 ( 4.4%)
Unknown 89 (32.7%) 33(25.2%) 52 (40.0%) 2( 5.7%) 83 (36.4%)
No response 2( 0.7%) — — — —
Pvalue™ P=0.005" P<0.001? —

*Fisher's exact test
VICD qualified” vs. “ICD unqualified”
2 “Infection specialist qualified” vs. “Infection specialist unqualified”

Table 7. Need for high-dose administration of intravenous ciprofloxacin [Group B: N = 207]

ICD qualified Infection specialist qualified
Overall
Yes No Yes No
Needed 76 (36.7%) 47 (57.3%) 28 (24.8%) 8 (57%) 66 (37.5%)
Not needed 11 ( 5.3%) 1( 1.2%) 9( 8.0%) 0( %) 10 (56.8%)
Unknown 116 (56.0%) 34 (41 5%) 76 (67.2%) 6 (43%) 100 (56.8%)
No response 4( 1.9%) — — —
Pvalue* r<0.001" P=0.374?

*Fisher’s exact test: “qualified” vs. “unqualified”
VYICD qualified” vs. “ICD unqualified”
2 “Infection specialist qualified” vs. “Infection specialist unqualified”
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Table 8. Change in chance of intrave-
nous ciprofloxacin prescription
upon approval of high-dose ad-
ministration [Group A: N =272]

Change in chance of
o No. of responses
prescription
Increase 114 (41.9%)
1.0 to 1.2 times* 22 (19.3%)
1.3 to 1.5 times™ 44 (38.6%)
1.6 to 2.0 times ™ 11 ( 9.7%)
1.8 times or more* 2( 1.8%)
No response ™ 35 (30.7%)
No change 150 (55.2%)
Decrease 3( 1.1%)
No response 5( 1.8%)

*On the number-of-patients basis

Table 9. Reasons why chance of prescription for high-dose administration is
thought to increase [Group A: N=114]

Reason No. of responses
Increase in efficacy (from viewpoint of PK-PD theory) 91 (86.7%)
Inhibited emergence of resistant organisms 5( 4.8%)
Feeling of security from NHI* reimbursement 5( 4.8%)
Frequent chance of high-dose use for febrile neutropenia 2( 1.9%)
Other 2( 1.9%)

Including multiple answers.
NHI: National Health Insurance

Table 10. Reasons why chance of prescription for high-dose administration is
thought to remain unchanged [Group A: N =98]

Reason No. of responses
Not used as a first-line drug 54 (54.0%)
Current dosage regimens suffice for adequate responses 8( 8.0%)
It is uncertain to what extent the efficacy increases 7( 7.0%)
Apprehensions about adverse reactions in elderly patients/
i e . 6( 6.0%)

patients with impaired renal function
High doses of other drugs are selected on account of no 5( 5.0%)

response to ciprofloxacin
Will be used only in case of need 3( 3.0%)
High NHI* reimbursement drug price 2( 2.0%)
Dose individualization from sensitivity/resistance viewpoint 2( 2.0%)
No change in unit dose with reduced frequency; hence total 2( 20%)

dose remains the same
High-dose regimen (600 mg/day) is already in use 1( 1.0%)
Other 10 (10.0%)

Including multiple answers.
*: NHI: National Health Insurance
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Table 11. Diseases in which prescription of intravenous ciprofloxacin is con-

sidered if high-dose administration is approved [Group A: N = 272]

Disease Targeted therapy™ Empiric therapy
Community-acquired pneumonia 24 (30.4%) 55 (69.6%)
Hospital-acquired pneumonia 30 (28.0%) 77 (72.0%)
Sepsis 29 (31.5%) 63 (68.5%)
Peritonitis 18 (50.0%) 18 (50.0%)
Cholecystitis/cholangitis 19 (59.4%) 13 (40.6%)
Secondary mffactlon in trauma/ 16 (69.6%) 7(304%)

burns/surgical wounds
Legionellosis (incl. pneumonia) 41 (57.8%) 30 (42.3%)
Anthrax 10 (43.5%) 11 (47.8%)

*In cases where etiologic microorganisms were identified.

Table 12. Severity of diseases in which prescription of intravenous ciprofloxacin is consid-

ered when high-dose administration is approved [Group A: N = 272]

Disease Severity Targeted therapy™ Empiric therapy

Community-acquired pneumonia Mild 1( 3.1%) 3( 4.1%)
Moderate 16 (50.0%) 26 (35.1%)
Severe 15 (46.9%) 45 (60.8%)
Hospital-acquired pneumonia Mild 0 5( 4.8%)
Moderate 18 (46.2%) 44 (42.3%)
Severe 21 (53.8%) 55 (52.9%)
Sepsis Mild 0 2( 2.4%)
Moderate 19 (45.2%) 37 (45.1%)
Severe 23 (54.8%) 43 (52.4%)
Peritonitis Mild 0 1( 4.5%)
Moderate 13 (48.1%) 9 (40.9%)
Severe 14 (51.9%) 12 (54.5%)
Cholecystitis/cholangitis Mild 1( 3.8%) 1( 6.3%)
Moderate 14 (53.8%) 8( 50%)
Severe 11 (42.3%) 7 (43.7%)

Secondary infection in trauma/ Mild 1( 4.2%) 0
burns/surgical wounds Moderate 11 (45.8%) 4 (50.0%)
Severe 12 (50.0%) 4 (50.0%)
Legionellosis (incl. pneumonia) Mild 13 ( 4.0%) 8(17.4%)
Moderate 29 (43.3%) 20 (43.5%)
Severe 25 (37.3%) 18 (39.1%)
Anthrax Mild 5 (27.8%) 6 (31.6%)
Moderate 7 (38.9%) 7 (36.8%)
Severe 6 (33.3%) 6 (31.6%)

*In cases where etiologic microorganisms were identified.

Table 13. Diseases in which intravenous ciprofloxacin is considered to be

newly prescribed when high-dose administration is approved

[Group B: N =207]

Disease Targeted therapy™ Empiric therapy
Community-acquired pneumonia 17 (48.6%) 18 (51.4%)
Hospital-acquired pneumonia 22 (45.8%) 26 (54.2%)
Sepsis 26 (53.1%) 23 (46.9%)
Peritonitis 20 (52.6%) 18 (47.4%)
Cholecystitis/cholangitis 17 (54.8%) 14 (45.2%)
Secondary inffection in trauma/ 19 (76.0%) 5 (20.0%)

burns/surgical wounds
Legionellosis (incl. pneumonia) 32 (68.1%) 16 (34.0%)
Anthrax 22 (59.5%) 14 (37.8%)

*In cases where etiologic microorganisms were identified.



VOL. 60 NO. 2 H AR AL % # i % & M Gk 217

Table 14. Severity of diseases in which intravenous ciprofloxacin is considered to be newly
prescribed when high-dose administration is approved [Group B: N = 207]

Disease Severity Targeted therapy™ Empiric therapy

Community-acquired pneumonia Mild 0 1( 4.0%)
Moderate 10 (45.5%) 9 (36.0%)
Severe 12 (54.5%) 15 (60.0%)
Hospital-acquired pneumonia Mild 1( 3.2%) 2( 5.4%)
Moderate 15 (48.4%) 12 (32.4%)
Severe 15 (48.4%) 23 (62.2%)
Sepsis Mild 3( 7.5%) 2( 5.7%)
Moderate 18 (45.0%) 13 (37.1%)
Severe 19 (47.5%) 20 (57.1%)
Peritonitis Mild 1( 3.6%) 2( 6.7%)
Moderate 13 (46.4%) 11 (36.7%)
Severe 14 (56.0%) 17 (56.7%)
Cholecystitis/cholangitis Mild 2( 8.0%) 1( 5.3%)
Moderate 11 (44.0%) 7 (36.8%)
Severe 12 (48.0%) 11 (57.9%)

Secondary infection in trauma/ Mild 1( 4.2%) 0
burns/surgical wounds Moderate 11 (45.8%) 4 (50.0%)
Severe 12 (50.0%) 4 (50.0%)
Legionellosis (incl. pneumonia) Mild 11 (19.3%) 8(28.6%)
Moderate 23 (40.4%) 9(32.1%)
Severe 23 (40.4%) 11 (39.3%)
Anthrax Mild 13 (28.3%) 10 (38.5%)
Moderate 17 (37.0%) 7 (26.9%)
Severe 16 (34.8%) 9 (34.6%)

*In cases where etiologic microorganisms were identified.

Table 15. Timing of prescription to be considered upon approval of high-dose administration
[Group A: N =272]

Disease First-line drug Second-line drug Third-line drug
Community-acquired pneumonia 17 (20.0%) 53 (62.4%) 15 (17.6%)
Hospital-acquired pneumonia 23 (21.5%) 72 (67.3%) 12 (11.2%)
Sepsis 22 (22.9%) 64 (66.7%) 10 (10.4%)
Peritonitis 6 (16.2%) 28 (75.7%) 3( 8.1%)
Cholecystitis/cholangitis 8(21.1%) 27 (71.1%) 3( 7.9%)
Secondary lnffectlon in trauma/ 3(10.0%) 29 (73.3%) 5 (16.7%)

burns/surgical wounds
Legionellosis (incl. pneumonia) 64 (83.1%) 13 (16.9%) 0
Anthrax 29 (96.7%) 1( 3.3%)

72o

ABETIE, BUREIZIZF U T, Wik, FEAIRRCIIE CIE4E 2 BIEL LT, LI+ AT (MikEd) %
BT 1 BINEE L LTI EEEIND LW I RERTH - 72

BHETIE, Lot I (MigksEde) RRIETIEE 1 RIS, Wiz, Bl BuidE, MERERPIHER - R
KTILE 2 BPEL LTI HFEREINDE LI RRTH -7

6) BHERSGARERD 1 HRAHEIZOWT

ABBIUBHICHLT, BHERGPEKRSINZGAEICETNS 1 HERKHARIIOWTIHA L 25 % Table 17
IR L7z,

ABETIE, WBIKREO 1 HEEHRETH S 800mg (400 mgbid) BLU1 HRAHETH S 1200 mg (400 mg t.
id) ORZIE, ThEN331% BLU339% THotzo T2, ENAZED 1 HRRKHAED 15 5143 % 900 mg
(300 mg tid) DMEIE 21.2% TH - 72,

—J7, BHTH ABHLIZIZMNMOMBEHEETH D, 800 mg BL V1,200 mg 1, ZNFN333% B L U36.8%, 900
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Table 16. Timing of prescription to be newly considered upon approval of high-dose adminis-
tration [Group B: N =207]

Disease First-line drug Second-line drug Third-line drug
Community-acquired pneumonia 2( 3.6%) 29 (51.8%) 25 (44.6%)
Hospital-acquired pneumonia 7 (11.3%) 35 (56.5%) 20 (32.3%)
Sepsis 11 (16.2%) 42 (61.8%) 15 (22.1%)
Peritonitis 6 (10.7%) 33 (58.9%) 17 (30.4%)
Cholecystitis/cholangitis 4( 7.8%) 32 (62.7%) 15 (29.4%)
Secondary mffectlon in trauma/ 4( 85%) 24 (51.1%) 19 (40.4%)

burns/surgical wounds
Legionellosis (incl. pneumonia) 34 (56.7%) 23 (38.3%) 3( 5.0%)
Anthrax 43 (78.2%) 10 (18.2%) 2( 3.6%)

Table 17. Maximum daily dose desired upon approval of high-
dose administration

Maximum dose per day | Group A(N=118) | Group B (N=287)
800 mg (400 mg b.i.d.)" 39 (33.1%) 29 (33.3%)
900 mg (300 mg t.i.d.)? 25 (21.2%) 9(10.3%)
1,200 mg (400 mg t.i.d.)? 40 (33.9%) 32 (36.8%)
Unknown 14 (11.9%) 17 (19.5%)

YUsual dose per day overseas
Y1.5 times the approved maximum daily dose in Japan
¥Maximum dose per day overseas

mg 13 103% TH o7,
B, AHTIZ119%, BHTIX195% DERIAS [ biwn] EME L,

n. € =

PN SE DM E R R ORI 2 &, IRH ISR, ST O B AT R L2 A, PUREE O REIR
K ETETHRS D DODOH B, FQs FITH L TIE, BHAED 2 BL  OWENEZE L RTH, —HORMMEIZB VT,
MR T » W ALERDSEA TY S Z EARE STV B,

FRPTR OB RN L TOLHIRTIE, WARBEEREZACEHT 20w Z EEE L
ETHY, WERHBE OB S, MEEORE - HERORE LALELRHICETw20LEZ 5N, I
AR, PLRFEIZ DOV T O PK-PD EFRICB T 2 EANEFIAT DN R, FQs EDO—D2THAH LR 7uFH T ViZon
T, BRMBEOMEEOH K LR BB OS2 S, ERNICBWTHE - HEFPREL SR, @ EH—
HED 500 mg 1 A 1 M50 H gl KR S h w7,

S CPFX 13 B JRYE H 5 VI MH TR RS SN R WA OEERE LTRRINTE Y, BN AL F
54 VEETRMEBYYERBEOEREIE L L TR IR TWA®Y, $72 NI B 2 BEMi%, BEmRayE, S
e GE B & OV FE BT rp BRIRAME & /4 & U - B R BRI BRE 2> © 3 CPFX 400 mg 1 H 2~3 ¥ 5- (Bk
KRB ) OB R & ISR EN L TR T 5% K OBFAME SN TV, LA La25s, ENOKRHREIE
11300mg % 1 H20EF%E5THY, BROKFET HEKHRE (1,200mg) © 1/2 DR TH 5. REH OG- HRITH)
NS EY A EREZ S 20, BEOFEARLZHL L PBESNIEERMETH LI EhD, LAY
OdH Yy EFRICEHETOMALZTRZ DL L, FQs I Ak B D 7212 b kA % Hi 2 5 2
Wk bLEZOND, £2TC, HHH CPFX O - HEORBELARHTA47-005% L LT, EHH CPFX
OHEBRELERL, F/2, BHERSCHLT EEHAGOEMALEDIIREZZ > TR0 HAEL
725

AT & AR L 7242 1E] 1,888 Hiik 2> & OMIZKIE 479 - TH Y, BRI 254% Tho720 £ T, HEHH CPFX oL
HiREDSH D TN —T (ABE) © 2721, WHREBSWZV—T (BE) © 207 H2onT, FRENFEEEE
$£E L7,

ABETIE, FARESHH CPFX oL, BEPIMi% (754%), widlli% (64.0%), WUiiE (56.3%), LI+t F
iE K% &L 309%) DIHTHY, LI+ AT S LRBEEZBRITIE EBIRFEMWMLE LT, EHH CPFX
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13X 57~68% DEIEGTH 2 BIFEL LT STz, —J, FREFINCIE 44~69% 2T ST iz, 5 CPFX
DOEAELEG OLEEICETH2MAETIE, ABTE[LETDHS1(625%) 1& [LETHEV](40%) 2 Kk&E L Eil-T
Wizo L2 L, [h2bhw]Eon&Edf1/3 o7 —H, BEHETIE, [LETHS](367%) X LETEV](5.3%)
Lo TWz2s, [bhrbiwv] L3 5RERLEREE LD,

AFED ICD B L IRGEH KBS TRIFEHZE ISR, WFR L IESH CPFX OEHER 51 [LETH 5 ]
M IRETHEW] ZHEICEE > TWZ (BOBD p=0.005 p<0001), —J, BETIZICD &¥dH ) TidRLICk
X, HEHH CPFX OBHERGH [LETH S| 2 [LETHRV] 2RI LR 57228 (p<0.001), FEEGEHMEE
TRUBEEOHFEICOWTIIAELREZZIAON o720 ABEIZBWT, {EHH CPFX O @M E#R G KR SN
&, BUIEDWLT & B U T EAINT 2 L % LBl O 374 b 0L, [PK-PD B L 25 208Kk 1(86.7%)
Thotzo =T, WHEBENEDLLLZVERK LABEBHOT 2L, [5 1 ®BIREL LTHEH LR W](540%) TH -
7oo Z M, RHNIOERRMAE DT 2 KWL 72d 0, HREORKOFLE % BB 2 HEI K% BD bhizb oo,
RV EBRET AL [HEE R EFRREETHICB W CEIERT TR H 5] 13 6% Thol.

F8H CPFX O @R G 2K EN G2 TN 5 1 A5, ABETIE, [800mgl, 900 mg| B X
O 11200 mg| 75, T2 331%, 212% BXU339% Tholze T2, [DhSHWV]IX119% THolzo —H,
B#TIZ, 800mgl, 900 mgl|d X UT1,200 mg|As, ZMZh 333%, 10.3% B L 1368%, [HH 5%\ [i1X195%
Thotzo SNHLOWBEHA LY, WHRBOGE 2L LT, BHERGOEADVLETH S EE R LEMIS
WZ b oz,

WEAE, FRIAT N T & PR O PK-PD HGHICE T 20028 X 0, A%MES X Ot LI, s miicy
WD EDVHLPIIENTE . FQs FIZMEMRAM L REIEHZ/RL, WHHAR A bk
AUC/MIC™" & Cmax/MIC" 2SO E W PKPD /85 A =7 TH LI LD OLNICENTE 2. Thbh, H#
R FRE) % B, R S 020, M REOMRRMAERET S, HH VM REEZHLTS L9
GRS HENEETHDL EE R Do BUE, S H CFPX O ENAED 1 MR AKHEIZ 300mg TH Y, 5 HHIE
LH2ME 25> TWwd, HARAICBITS 300 mg s (L) R0 Y B REF M /8F X — # 1%, Cmax 2%3.33+055
pg/mL, t,f 1 26+0.3 B, AUC,ld 749139 ug « hr/mL £ G SN TWBY, Wk AIZB1T 5 400 mg Ml
5. Cmax, AUCw: 13BDBD, 456 ug/mL, 12.7 ug - hr/mL*¥ T, 400 mg 2 ¥ 5-, 3 H#%5-® AUCo & 254 ug -
hr/mL, 329 ug - hr/mL Ty, 1 HHGREZMAZELIEICE 5T, AUCEZKRELTAHIENTE L7720, HFE
W CERIE) oz S OTHHALIILE 2SI S b, $72, Zelenitsky 512X % 400 mg 1 H 2 [0$% 5 0 FE P -3
BLU400mgl H 3 KRG OEHRBERGHEICBIIAEY T AV Y I 2L —Y g VI X AR EEIRYSE IS 58
Wik, BHERG BB GRICHRERBICEMEZ R LY, 1 HIR5-REKIC X 2 HEREOWEITRIE I T
Wb,

Ltk EENRFAET, 486 fiikh 5 MED D - 7-{EFH CPFX ICB 3 2 R L EZ URERITB W THEMIIC
GHL, TNHORRESE X)) 2T, RALHAOREHERSG OLEREOERITONTHHRME 217> Tw <
FETH 5o

i

REEREERZMET LI, EEHAEICIH IV E L LA EROKET IR OLVERHLET,
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Report of the outcome of survey on the need of high-dose ciprofloxacin injection

High-dose Ciprofloxacin Working Group, Review Board for Unapproved Drugs
of the Japanese Society of Chemotherapy

Hiroshige Mikamo", Akira Watanabe”, Yoshio Takesue”, Katsunori Yanagihara”

YGraduate School of Medicine, Department of Infection Control and Prevention, Aichi Medical University
»Research Division for Development of Anti-infective Agents, Institute of Development,
Aging and Cancer, Tohoku University
YDepartment of Infection Control and Prevention, Hyogo College of Medicine
“Central Diagnostics Laboratory, Nagasaki University Hospital

The Review Board for Unapproved Drugs of the Japanese Society of Chemotherapy established the High-dose
Ciprofloxacin (CPFX) Working Group and conducted a nationwide survey on the usage of intravenous CPFX to in-
vestigate the need for high-dose administration to further improve the therapeutic efficacy and prevent the develop-
ment of resistant strains.

Of 1,888 institutions surveyed, 479 responded (response rate: 25.4%): 272 from institutions that have prescribed in-
travenous CPFX (Group A) and 207 from those that have not (Group B). In Group A, intravenous CPFX was most fre-
quently prescribed for hospital-acquired pneumonia (75.4%), followed by community-acquired pneumonia (64.0%),
sepsis (56.3%), and Legionnaire’s disease (including pneumonia: 30.9%). Intravenous CPFX was prescribed as
second-line therapy in 56% to 68% of the cases of these diseases, except for Legionnaire’s disease and anthrax, and
in 44% to 69% of severe cases. To the question of the need for high-dose administration of intravenous CPFX, 62.5%
and 36.7% in Groups A and B answered “yes,” 4.0% and 5.3% answered “no,” and 32.7% and 56.0% answered “un-
clear,” respectively. In Group A, significantly more physicians answered positively to the question of the need for
high-dose administration than negatively, whether they were infection control doctors (ICD) or not (p = 0.005 in both
subgroups). Likewise, significantly more infectious disease experts answered positively (p <0.001). In Group A,“in-
creased efficacy based on the PK-PD theory” (86.7%) was the most common reason given for the response that “in-
travenous CPFX will be more often prescribed” if high-dose administration is approved. On the other hand,“no use of
intravenous CPFX as first-line therapy” (54.0%) was the most common reason for “the frequency of prescriptions
will not be affected.” To the question regarding desirable daily dose, responses in Groups A and B were “800 mg” in
33.1% and 33.3% “900 mg” in 21.2% and 10.3%, “1,200 mg” in 33.9% and 36.8%, and “unclear” in 11.9% and 19.5%, re-
spectively. The review board will perform a detailed analysis on the actual usage of intravenous CPFX based on the
survey results and fully assess the need for high-dose administration based on the analysis results.



