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Number of registered subjects

. Concomitant use of .
No concomitant phenylacetic acid/ Concomitant use of Total
¢}
NSAIDs therapy propionic acid NSAIDs other NSAIDs
3,354 3,270 2,232 8,856
|
Excluded subjects
N itant Concomitant use of C itant use of
Reasons for exclusion 0 concomitan phenylacetic acid/ oncomitant use o Total
NSAIDs therapy propionic acid NSAIDs other NSAIDs
Contract violation 13 14 11 38
Duplicated subjects 4 4 4 12
Adverse drug reaction not 39 33 27 99
evaluable
Body temperature <38C
at tﬁ’e init?al examination 254 152 a3 449
Age under 16 years 76 61 10 147
No target disease 16 7 5 28
“Presence”of underlyin,
disease/ complicatioyri & 245 171 70 486
Total 647 442 170 1,259

Number of subjects included in safety evaluation

Concomitant use of

No concomitant Concomitant use of

phenylacetic acid/ Total
NSAIDs therapy propionic acid NSAIDs other NSAIDs
2,707 2,828 2,062 7,597

Fig. 1. Breakdown of subjects.

R L L7 HERIERAE B 8,856 B> 5 &, IR %S, Rtk
%, BUSAEXRDNAOEGERE - BIHEZ A S 2w
7597 Bl & SFATR GHER & L 720

OM T RYE & LT OREIR - FF AW B H
@1kil 38.0C Loyl

Q4 16 DL o BH

@F /o v RPWEICERTZEEZEZONLT LIV

F—BORWEH

OIFIR E 72 3R L TV AR 2 W

2. MAIEH

LVFX $t (148HICLVFX100mg 2 &H 357 4V
Aa—F 4 7)) V.

3. %5 HEB X UG

LVFX 2B I N TV - HREICT, KAl LT
3 HMES L L7z 7B, NSAIDs Ot HIZOWTIE, &
BEDHIE & L7z,

4. PAAIEH

1) BEEER

Ve, AR, REYEZ WS, RSYEERERE, RN IR,
FENCIRGE, IR - APHEOAEE, 7 LIV F -,
LVFX B X 0P 5 R0 % 4L L 720

2)  HMERER

PRI, HSESR, WEROW, FEAR, MERR, MRE - RA, R
TEE#AEL

3)  EREA

LVFX 2 5- BRI BB 22 BR 0 FIEREL, CRP % i
L7

4) HEHRZ

LVFX ¥ 5-0a%, #7105k L-AELRERE IS
W, EIR, ZHH, R, LVFX & ORRERERS %2
L7z

F 72, LVFX & OREREHRA [ L] DAL ORER] % &)
PER & LEEEFL 72,

5. fibT ik

Jeg i) X 45 ] O aT RS T BoEEIC & D AT,
A EK#EZ MM 5% & L 720 NSAIDs J5 ff H B & %
NSAIDs Bt B (7 = = VHEME R - 7R ¥ F VR
NSAIDs Bt #, Zoftio> NSAIDs B #E) OEIVEHZE
HEIZOWTIE, ZOED B5% EHXEZ25H L.

| R &

1. FEBIDOHER

FRHT 0 GRE B OIEBIRE K % Fig. 1 12”3,

A AT LS 4 [ 827 it i A B B gk S AL 7z E B
856 Bl Th o720 TDH b, Tk SAEH] 38 B, HALE
B 12 B, EVE A A RERE B (B« 9035 DU SR e e 97)
99 B, WIS IEARIR 38.0C AiAES] 449 B, 45 16 7 A ni
SEB] 147 B, xR R EER] 28 B, LR A - A BEE
[ 0 |DORER] 486 BIOFT 1,269 Bl % Bk <, 7,597 Bl % fFHT
XFGRER] & L 720

ARFAE, LVFX @ NSAIDs Bt %24 % Meat 3
HZERHBELTWDDT, BATXEIER 2 NSAIDs
PR, 7 = = VEEERSR - 7 u ¥k VSR NSAIDs
PEHIEE, Z oMo NSAIDs BrH# D 3 BEZ G5 LT L
720



VOL.54 NO. 4 LVFX & NSAIDs fE 0%t 323
Table 1. Patient demographics
No concomitant Cp?;‘;?;l;:gz :z? d(;f Concomitant use of 22 test
NSAIDs therapy propionic acid NSAIDs other NSAIDs
Number of subjects 2,707 2,828 2,062
Gender M 1,360 (50.2) 1,517 (53.6) 1,021 (49.5) P = 0.005 **
F 1,345 (49.7) 1,304 (46.1) 1,038 (50.3)
Unknown 2 (0.1) 7 (0.2) 3 (0.2)
Age (years) 16 =< to < 65 2,468 (91.2) 2,689 (95.1) 1,931 (93.6) P < 0.001 ***
65 =< to < 75 162 (6.0) 97 (34) 99 (4.8)
75 < 77 (2.8) 42 (1.5) 32 (1.6)
History of allergy Yes 85 (3.1) 9 (3.4) 83 (4.0) P = 0231
No 2,594 (95.8) 2,692 (95.2) 1,947 (94.4)
Unknown 28 (10) 40 (14) 32 (1.6)
Daily dose of LVEX 200 186 (6.9) 156 (55) 116 (5.6) P = 0.195
(mg) 300 2,039 (75.3) 2,135 (75.5) 1,542 (74.8)
400 340 (12.6) 397 (14.0) 294 (14.3)
600 19 (0.7) 26 (0.9) 20 (1.0)
Other 1 (0.0) 3 (0.1) 0 0.0
Unknown 122 (4.5) 111 (3.9) 90 (4.4)
Number of days of Up to 3 1,503 (55.2) 1,457 (51.5) 995 (48.3) P < 0.001 ***
LVFX treatment 4 624 (23.1) 750 (26.5) 538 (26.1)
5 or more 498 (18.4) 559 (19.8) 471 (22.8)
Unknown 82 (3.0) 62 (2.2) 58 (2.8)
Target disease Tonsillitis 974 (36.0) 1,106 (39.1) 763 (37.0) P = 0.003 **
Sore throat 1,544 (57.0) 1,584 (56.0) 1,189 (57.7)
Acute bronchitis 189 (7.0) 138 (4.9) 110 (5.3)
Body temperature 38 < to < 385 1,344 (49.6) 1,127 (39.9) 908 (44.0) P < 0.001 ***
() 385 < to < 39.0 883 (32.6) 1,004 (35.5) 684 (33.2)
39.0 < to < 395 366 (13.5) 504 (17.8) 356 (17.3)
39.5 < to < 40.0 88 (3.3) 155 (5.5) 84 (4.1)
400 < 26 (1.0) 38 (1.3) 30 (1.5)
Severity of infection Mild 617 (22.8) 455 (16.1) 325 (15.8) P < 0.001 ***
Moderate 1,877 (69.3) 2,018 (71.4) 1,510 (73.2)
Severe 206 (7.6) 350 (12.4) 219 (10.6)
Unknown 7 (0.3) 5 (0.2) 8 (0.4)
Duration of illness 0 125 (4.6) 153 (5.4) 141 (6.8) P = 0318
(days) 1 1,284 (47.4) 1,398 (49.4) 953 (46.2)
2 632 (23.3) 677 (23.9) 454 (22.0)
3= 460 (17.0) 453 (16.0) 352 (17.1)
Unknown 206 (7.6) 147 (5.2) 162 (7.9)
Food intake Normal 2,053 (75.8) 1,952 (69.0) 1,462 (70.9) P < 0.001 ***
Poor 592 (21.9) 831 (29.4) 540 (26.2)
Unknown 62 (2.3) 45 (1.6) 60 (2.9)
Sore throat No 77 (2.8) 85 (3.0) 53 (2.6) P < 0.001 ***
Mild 746 (27.6) 546 (19.3) 448 (21.7)
Moderate 1,306 (48.2) 1,399 (49.5) 1,030 (50.0)
Severe 573 (21.2) 796 (28.1) 530 (25.7)
Unknown 5 (0.2) 2 (0.1) 1 (0.0)
Adynophagia No 364 (13.4) 349 (12.3) 230 (11.2) P < 0.001 ***
Mild 952 (35.2) 860 (30.4) 658 (31.9)
Moderate 1,004 (37.1) 1,059 (37.4) 801 (38.8)
Severe 378 (14.0) 550 (19.4) 367 (17.8)
Unknown 9 (0.3) 10 (0.4) 6 (0.3)
Redness No 72 (2.7) 57 (2.0) 56 (2.7) P < 0.001 ***
Mild 905 (33.4) 812 (28.7) 582 (28.2)
Moderate 1,305 (48.2) 1,336 (47.2) 998 (48.4)
Severe 417 (15.4) 621 (22.0) 420 (20.4)
Unknown 8 (0.3) 2 (0.1) 6 (0.3)

(Continue)
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No concomitant (;)%I;(;I]I:;:gz :(S: d(;f Concomitant use of 1 test
NSAIDs therapy propionic acid NSAIDs other NSAIDs
Swelling No 489 (18.1) 457 (16.2) 396 (19.2) P < 0.001 ***
Mild 1,080 (39.9) 1,073 (37.9) 750 (36.4)
Moderate 865 (32.0) 903 (31.9) 667 (32.3)
Severe 256 (9.5) 383 (13.5) 242 (11.7)
Unknown 17 (0.6) 12 (0.4) 7 (0.3)
Eiterbelag/pus plug No 1,745 (64.5) 1,783 (63.0) 1,362 (66.1) P < 0.001 ***
Mild 591 (21.8) 504 (17.8) 369 (17.9)
Moderate 268 (9.9) 371 (13.1) 231 (11.2)
Severe 30 (3.0) 144 (5.1) 84 (4.1)
Unknown 23 (0.8) 26 (0.9) 16 (0.8)
Amount of pus No 1,944 (71.8) 2,015 (71.3) 1,506 (73.0) P = 0.139
Small 524 (19.4) 512 (18.1) 360 (17.5)
Moderate 156 (5.8) 195 (6.9) 133 (6.5)
Large 32 (1.2) 47 (1.7) 22 (1.1)
Unknown 51 (1.9) 59 (2.1) 41 (2.0)
WBC (/mm?) Not tested 2,090 (77.2) 2,259 (79.9) 1,576 (76.4) P = 0.008 **
Tested 617 (22.8) 569 (20.1) 486 (23.6)
< 8,000 259 (42.0) 180 (31.6) 170 (35.0) P < 0.001 ***
8,000 =< to < 10,000 89 (14.4) 86 (15.1) 101 (20.8)
10,000 < to < 15,000 186 (30.1) 216 (38.0) 158 (32.5)
15,000 < 83 (13.5) 87 (15.3) 57 (11.7)
CRP (mg/dL) Not tested 2,283 (84.3) 2,384 (84.3) 1,683 (81.6) P = 0019 *
Tested 424 (15.7) 444 (15.7) 379 (18.4)
<07 66 (15.6) 54 (12.2) 76 (20.1) P = 0.002 **
0.7 < to < 4.0 233 (55.0) 217 (48.9) 195 (51.5)
4.0 < to < 10.0 94 (22.2) 143 (32.2) 81 (21.4)
100 < 31 (7.3) 30 (6.8) 27 (7.1)
2. BEER Bl o7zo F72, NSAIDs PR L 7 = = VEEERSR - 7
NSAIDs b EE 2707 B, 7 = = VEEEER - 70 ¥ O ¥t Vg% NSAIDs ff I #E, 2 ofto> NSAIDs f HI#E

7+ ~ W& % NSAIDs $f i # 2,828 51, % @ fit » NSAIDs
B H#E 2,062 Bl B EH T 5% Tablel 127K T,

NSAIDs (&, BEAE O EAE R H A EE R A E Vi B
T, AEIESHECHH ST (Table 1) NSAIDs
PEAIERIE, 64.4% (4,890/7597) TH Y, LVFX OfiH L
OERI[PEAERE] LB IN TS 7 = = VEERER -
71 ¥ % ¥ % NSAIDs @ BF H % 13 372% (2,828/
7597), % Ot » NSAIDs @ Bt H %1% 27.1% (2,062/
7597) T - 720 P & 172 NSAIDs O i ¥ % Table
2R T, 7o VEERR - Fu ¥t V% NSAIDs T
bruFxyrazzryr b))y a0l R 182%
(1,381/7597) kb, kwTyru7=zF 2+ )
%7 A 114% (865/7,597), A 7 = F Al 84% (636/7597),
TN T72769% (521/7597) DNETH - 720

3. NSAIDs fif A S5 o BIVEH ZE 3R

NSAIDs #f A & O EIVEH 5 BRI % Table 3 127K
R

i VE %8 Bl %13 NSAIDs JF ff H] B < 052% (14/
2707), 7 x = )VEEEER - 70 ¥t V% NSAIDs - H
B T057% (16/2,828), % o fit » NSAIDs fit H # T
0.73% (15/2062 1) TH b, 3EMEICHEAIED SN

EORIERZEBRDAEE 5% FHXHIE, ThTh
005% (-0.34~044), 021% (-025~067) Td» b,
NSAIDs JEff FI B & NSAIDs ff FI#E & o I B A1

RO NP7,
EREIWEIIZ, EBERERETH Y, HEELREIEHIL
RO NP7,

HORE AR SRENE I O 56 BL=E 1L, NSAIDs I Bf HI B ©
004% (1/2707), 7z = VEiB% - 70 ¥+ v B
NSAIDs Pt H T 0.07% (2/2,828), & ® o> NSAIDs
DRHEET 0.10% (2/2,062) TH 1, 3 BERIAE TR
SNaholz, 72, NSAIDs FEGHHEE L 7 = = VEERE
S - 7u Yt V% NSAIDs i #E, 2 oo NSAIDs
PEHHE & O R RSREIE R B 0 # L 95% fF X
Mz, #hZh003% (-0.09~016), 0.06% (—0.09~
0.21) T3 1, NSAIDs R HIHE & NSAIDs B & O
WCAHEZIZRD SN o Tzo HAERSREIEH 235881
L72JERID—% % Table 4 128§ HHEAIREREIER ©
FEFHE LT, ©®F0 24, 5520%FK AR, REAH
£ 1BIHE S h7z2s, BRBIZED W ad ol B,
BITEH OHRIF L, WINbBEL Tz, F72, Kt
BRREMERPFEHLZEMICBW TR I LTV
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Table 2. NSAIDs administered concomitantly with LVFX
Type of NSAIDs Active ingredient Number of subjects (%) Rate of concomitant
use with LVFX (%) *
Acid Carboxylic acid ~ Salicylic acid Aspirin 173 (3.4) 2.3%
Diflunisal 23 (0.5) 0.3%
Anthranilic acid Mefenamic acid 636 (12.6) 8.4%
Acetic acid Phenylacetic acid derivatives  Diclofenac sodium 865 (17.1) 11.4%
Indoleacetic acid Indomethacin 54 (1.1) 0.7%
Acemetacin 48 (0.9) 0.6%
Sulindac 1 (0.02) 0.01%
Pyrano acetic acid Etodolac 116 (2.3) 1.5%
Isoxazolyl acetic acid Mofezolac 47 (0.9) 0.6%
Propionic acid ~ Propionic acid derivatives Loxoprofen sodium 1,381 (27.3) 18.2%
Pranoprofen 338 (6.7) 4.4%
Ibuprofen 146 (2.9) 1.9%
Tiaprofenic acid 76 (1.5) 1.0%
Zaltoprofen 44 (0.9) 0.6%
Ketoprofen 31 (0.6) 0.4%
Fenoprofen calcium 9 (0.2) 0.1%
Naproxen 3 (0.1) 0.01%
Enol acid Oxicams Piroxicam 25 (0.5) 0.3%
Ampiroxicam 14 (0.3) 0.2%
Lornoxicam 14 (0.3) 0.2%
Meloxicam 8 (0.2) 0.1%
Base Tiaramide hydrochloride 183 (3.6) 2.4%
Epirizole 21 (04) 0.3%
Emorfazone 17 (0.3) 0.2%
Pyrine Sulpyrine 136 (2.7) 1.8%
Non-pyrine Acetaminophen 521 (10.3) 6.9%
Phenacetin 63 (1.2) 0.8%
Simetride/caffeine 72 (1.4) 0.9%
Total 5,065 (100.0) —

* Rate of concomitant use with LVFX (%) = Number of subjects/7,597x100

NSAIDs Offigilx, 7 = = VEBHR - 7u ¥t v BH
NSAIDsouFvy7u7zryFryva(@Fr=%2
B, ZOMONSAIDs D7 AEY Y (N7 7)) »%), T
ENT7VU(ESEI—R®), AT 2 FAB(RY T —
VE) BENENLBITH 720

4. LVFX 1 H¥5-5 5 o i i R al /e H Zs BRI
NQ ARPUHHENT & 2 ACH e B Ve BRI BRI &
ZZALNTWAD, LVFX © 1 A5 TR L2
HEAh R R R S BLRIL % Table 5 1278 L 720

FR AR R BN O F8 B3 200 mg 45 2/ H % 5-#E T
0% (0/458), 300 mg %3 3/ H¥%5-# T 0.07% (4/5,716),
400 mg %3 2/ H¥% 5-# < 0.10% (1/1,031), &mmg W
A% 58T 0% (0/65) TH Y, 4 HEICHEAEIZT
N7z 725 720 NSAIDs P O 4 TR LRES L 72 75*1
NSAIDs J:4f FI B & NSAIDs §f B & o A E 241

FD SN D 572 (Table 6)o 723, 400 mg 47 2/ H¥%5-
BT IAR] P1BRD bNTA, ZTOREMIZAT =T
LEEPERBICH - 720

5. AR O A R R EE H S BLIRDE

Bl NQ RPUHIRIC X 2 P oV 2
YT D=2 TH D70, FRCRBIL 72 iR
YEFZEBLIRIE % Table 7 (7R L 720

R R BIVE ] O J8 BLER X 16~64 7% T 0.06%  (4/
7,088), 65~74 i AT 0.28% (1/358), 75 Ll ET 0%
(0/151) TH Y, IHMICABATROONLE o7z, &
512, NSAIDs B JH o f TR ) LMET L 724%, NSAIDs
JEDEHE & NSAIDs BB L OICAEEZITRDO O
ol (Table8),

65~74 FFEARTOBET [OF ] 271 #l
Z OFEHNIE NSAIDs FEPEHBITH - 72,

m. £ =

NQ ARYUH ST E ORI X - TSI D 55,
PR A FE L TBY, ZoRd EELFEIEH
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Table 3. Onset of adverse drug reactions with or without concomitant NSAIDs therapy

N . Concomitant use of . Rate difference between
0 concomitant phenylacetic acid/ Concomitant use of 2 test Groups
NSAIDs therapy propionic acid NSAIDs other NSAIDs (95% CI *)
Number of subjects 2,707 2,828 2,062 —
Number of subjects who _ ~ a)
developed adverse drug 14 (052) 16 (0.57) 15 (0.73) p=ogy 005 (~034~04)
: 021 (= 025~ 0.67)
reactions (%)
No. and incidence of each type of ADR (%)
- 0.03 (- 0.09~0.16) @
Central nervous system 1 (0.04) 2 (0.07) 2 (0.10) P=0943 "0 (Z 000~ 021) »
Dizziness 1 (0.04) 1 (0.04) —
Wobbling — — 1 (0.05)
Insomnia — — 1 (0.05)
Drowsiness — 1 (0.04) —
_ 0.06 (= 016 ~0.29) ¥
Skin 4 (0.15) 6 (0.21) 7 (0.34) P =0376 "0 (~ 010 ~ 0.48) ¥
Rash 4 (0.15) 6 (0.21) 7 (0.34)
N _ 0.06 (- 018 ~031)
Gastrointestinal system 5 (0.18) 7 (0.25) 5 (0.24) P =0866  ('0c (— 021 ~0.32) »
Diarrhea 1 (0.04) 1 (0.04) 3 (0.15)
Gastritis 2 (0.07) — 1 (0.05)
Stomatitis — 2 (0.07) 1 (0.05)
Abdominal pain 2 (0.07) 1 (0.04) —
Oral mucosal _ .
inflammation 1 (0.04)
Coated tongue — 1 (0.04) —
Nausea — 1 (0.04) —
- - 011 (- 027 ~005) @
Other 4 (0.15) 1 (0.04) 1 (0.05) P =0515  _ 010 (Z a7~ 0.07) ¥
Candidiasis 1 (0.04) — —
Painful lymph node (s) - 1 (0.04) —
Bronchitis — — 1 (0.05)
Low temperature 1 (0.04) — —
Epistaxis 1 (0.04) — —
Hoarseness 1 (0.04) - -

* CI: Confidence Interval
4 Concomitant use of phenylacetic acid/propionic acid NSAIDs - No concomitant NSAIDs therapy
b Concomitant use of other NSAIDs - No concomitant NSAIDs therapy

Table 4. Subjects developing adverse CNS drug reactions

Daily dose of | Concomitant . Adverse drug .

No |Gender| Age LVFX (mg) NSAIDs therapy Type of concomitant NSAIDs reactions ™ Severity
1 M 70 300 No — Dizziness Mild
2 F 21 300 Yes Loxoprofen sodium Drowsiness Mild

Loxoprofen sodium L i
3 M 27 300 Yes . Dizziness Mild
Aspirin

4 F 25 300 Yes Emorfazone Wobbling Moderate

5 F 34 400 Yes Mefenamic acid Insomnia Mild

* Outcome: All subjects recovered

ZZHLNTWh, 72, ZO/EHIZ NSAIDs fEHIC L Y (EDs) %5 NQ SAHUIH 5 B 5 12 L 20 R3S 58 S
WS D L DBHWEFTHEREINTHL ™, S N5, LVFX Tk 1.2 f5#E TH 1), LVFX @ NSAIDs
X, NQRBHETHL ) FH e ryadty  PFHICLIZRBRELDOT/HIIVIEEZHRELTY
YT 2T 7 2 OB TH LY T 2 S VEEE %Y,

ORI L7206, BB E2ERT 5 NQRILHSE DR F 72, LVFX 1220w TId, MASREHAA, mIVE g
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Table 5. Onset of adverse CNS drug reactions stratified by daily dose of LVFX

Subjects 200 mg/day 300 mg/day 400 mg/day 600 mg/day X% test
Number 458 5,716 1,031 65
Number developing adverse CNS 0 4 1 0
drug reactions P = 0924
Incidence of adverse CNS drug reac- 0% 0.07% 0.10% 0%

tions

Table 6. Incidence of adverse CNS drug reactions stratified by daily dose of LVFX in patients with or without concomitant NSAIDs therapy

D . Concomitant use of . Rate difference between
osage No concomitant phenylacetic acid / Concomitant use of Xz test Groups
(mg/day) NSAIDs therapy propionic acid NSAIDs other NSAIDs (95% CI *)
200 0% (0/186) 0% (0/156) 0% (0/116) — —
_ 0.04 (- 012 ~021) @
300 0.05% (1/2,039) 0.09% (2/2,135) 0.06% (1/1,542) P=0477 (00 (= 014~ 0.18) ¥
— a)
400 0% (0/340) 0% (0/397) 0.34% (1/294) P=0285 (.0 (_ (33~ 0.10) Y
600 0% (0/19) 0% (0/26) 0% (0/20) — —

* CI: Confidence Interval
2 Concomitant use of phenylacetic acid/propionic acid NSAIDs - No concomitant NSAIDs therapy
b Concomitant use of other NSAIDs - No concomitant NSAIDs therapy

Table 7. Onset of adverse CNS drug reactions stratified by age group

Subjects/Years 16-64 65-74 Over 75 x> test
Number 7,088 358 151
Number developing adverse CNS drug reac- 4 1 0 P = 0367
tions
Incidence of adverse CNS drug reactions 0.06% 0.28% 0%
Table 8. Incidence of adverse CNS drug reactions stratified by age in patients with or without concomitant NSAIDs therapy
A . Concomitant use of . Rate difference between
ge No concomitant phenylacetic acid/ Concomitant use of 2 test Groups
(years) NSAIDs therapy propionic acid NSAIDs other NSAIDs (95% CI *)
- 007 (- 013 ~018) @
16-64 0% (0/2,468) 0.07% (2/2,689) 0.10% (2/1,931) P = 0733 010 (— 004 ~ 0.25) ®
_ =062 (= 0.18 ~059) *
65-74 0.62% (1/162) 0% (0/97) 0% (0/99) P =054 _ 0 (018~ 0.59) V)
Over 75 0% (0/77) 0% (0/42) 0% (0/32) — —

* CI: Confidence Interval
4 Concomitant use of phenylacetic acid/propionic acid NSAIDs - No concomitant NSAIDs therapy
®) Concomitant use of other NSAIDs - No concomitant NSAIDs therapy
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Safety of coadministration of levofloxacin, a new quinolone,
with nonsteroidal anti-inflammatory agents

Kazuhiro Uchino, Hiroki Yamaguchi, Tomozo Ando and Hiroo Yokoyama
PMS & Product Planning, Daiichi Pharmaceutical Co., Ltd, 1-8 Nihonbashi-Koamicho, Chuo-ku, Tokyo, Japan

Of 8,856 patients enrolled in a special survey on levofloxacin (LVFX) therapy for pharyngitis, tonsillitis,
and acute bronchitis associated with fever (=38C), 7,597 free of complications or underlying disease were
studied to determine the safety of LVFX used in combination with nonsteroidal anti-inflammatory drugs
(NSAIDs). LVFX was coadministered with NSAIDs in 64.4% of patients(4,890/7,597) . Phenylacetic acid and
propionic acid derivatives, which require “coadministration with care”, were used in 37.2% (2,828/7,597).
The incidence of adverse central nervous system (CNS) effects in the presence or absence of NSAIDs ther-
apy was 0.04% (1/2,707) in the non-NSAIDs group, 0.07% (2/2,828) in the group receiving phenylacetic acid
or propionic acid derivatives, and 0.10% (2/2,062) in the group using other NSAIDs. No significant difference
was seen between groups. CNS symptoms included dizziness in two patients and wobbling, insomnia, and
drowsiness in one patient each, but no convulsions. The incidence of adverse CNS effects related to the daily
dose of LVFX was 0% (0/458) in patients given 200 mg/day (100 mgb.i. d. ), 0.07% (4/5,716) in patients
given 300 mg/day (100 mgt.d.s.),0.10% (1/1,031) in patients receiving 400 mg/day (200 mgb.i.d.), and
0% (0/65) in patients receiving 600 mg/day (200 mgt.d.s.). No significant difference was seen between
groups, nor when patients were stratified by the presence or absence of concomitant NSAIDs therapy. The
incidence of adverse CNS effects was 0.06% (4/7,088) in patients <65 years old, 0.28% (1/358) in those from
65 to 74 years old, and 0% (0/151) in those =75 years, showing no significant difference. No significant differ-
ence was seen when patients were stratified by the presence or absence of concomitant NSAIDs therapy.

These results suggest that NSAIDs have very little influence on adverse CNS reactions to LVFX in pa-
tients without underlying disease.



