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FE, methicillin resistant S, aurens (MRSA) 30 #k,
Streptococcus pneumoniae 30 ¥R, Sireplococcus pyogenes
304k, Enlerococcus faecalis 30KK) &, 77T AR VEW
333 4% (Haemophilus influenzae 30 ¥k, Morazella catar-
rhalis 358k, Escherichia coli 304k, Morganella morga-
niv 29 ¥k, Nicbsiella pnewmoniae 30 £k, Lnterobacter
cloacae 30Kk, Citrobacler freundii 304k, Proleus mira-
bilis 304K, Proteus vulgaris 298k, Pseudomonas acru-
ginosa 308K, Acinelobacter anilratus 304%) Diil 483 #:
AT, TMFX B & UL 3 # [ofloxacin (OFLX),
ciprofloxacin (CPFX), norfloxacin (NFLX)]® /N6t
BLLAL- 35 BE(MIC) % il 5 L LR i L 7o MICOHIISE 1
MIC2000(¥ 1 +7 v 7tV e i3 so 743 o @
BUEL R L, B WE10° CFU/mIE LB L
¥ llo hods, AiEEALSENEERBLC DKM A
PR & BMICEME 1 & DRI IE & i) T R 2 H
B AR EDENTNVS,

2)  JEERRA

BRAR AR MR 1 ST A4 83K A 3 B A H B L UM
SEHAOWMMIEM DML %, MICH, MICsodb & U
MICyofEE CTable 1-1, 1-237R L7

77 AMETEHITld, MRSA (233 2 MICHIX0.1~
25 pg/ml & WRIE 345 LT 72 4%, MICoofil 146.25

rg/ml T, fBD3HK LD 1~3EFENT W, MssAL
A$ % MICHUIZ0.1~0.2 1g/ml, MICoofitii20.2g/m
ThHY, Bo3FLH1~37" LTV, S Dmeumo.
nige 14§ B MICHIE0.39~ 1.564g/ml, MICy,ffiid
0.78/g/mITdH ), OFLX, CPFX& 0 1~2%%, NFLX
LN 4N TV 72 S, pyogenest It L TIEMICH02
~3.13g/ml, MICyofii1.56 14/ mI CCPFX & [{)% T4
D, Wo2f & H1~3TFHNTV720 E. foecalisizit
LTH, MICH0.39~3.13/g/ml, MICoofiti1.56g/m|
C, CPFXEMFTH N, ho2flL h1~2%Ent
Wit ED LI, 77 LBHHEIZHT 5ER0
MICI¥, OFLX¥ & U'NFLX &84 5 L it nh12Bh
TATH D, CPFXEH L THI%EmENIL
whTuwr,

77 LIEYEN TIE, H. influenzae \Z 5§ B MICH I
<0.025~0.17g/ml, MICofitit2=<0.025/g/miTHY,
CPFX & AT b BEN T T D - 720 M. catarrhalis
(x4 AMICHIZ<0.025~ 0.2 2g/ml, MICyfiii20.1
rg/mlTH Y, CPFXL D1EESD 0D, fn2# &
N1 —2FEN T, E. coli 1235$ AMICHIE<0.05
~1.56/g/ml, MICgofiti120.39 2g/mlC, CPFX& Y2
BEDBLDD, D25 & 6% TH 5720 M. morganii
WX AMICHIE=0.05~50/g/ml LHRIL 537 L,

Table 1-1. Antibacterial activities of temafloxacin and reference compounds against clinical isolates

Organism MIC (ug/ml)
. Drugs
(No. of strains) range 50% 90%
temafloxacin 0.1~25 0.2 6.25
Methicillin-resistant ofloxacin 0.39~25 0.39 12.5
S. aureus (30) ciprofloxacin 0.1~ >50 0.39 12.5
norfloxacin 0.39~ >50 3.13 50
temafloxacin 0.1~0.2 0.2 0.2
Methicillin-sensitive ofloxacin 0.2~0.78 0.39 0.78
S. aureus (30) ciprofloxacin 0.1~3.13 0.2 0.39
norfloxacin 0.39~12.5 0.78 1.56
temafloxacin 0.39~1.56 0.78 0.78
. ofloxacin 1.56~25 1.56 3.13
S. pneumoniae (30) ciprofloxacin 0.78~6.25 0.78 1.56
norfloxacin 3.13~25 6.25 12.5
temafloxacin 0.2~3.13 0.78 1.56
ofloxacin 0.78~6.25 1.56 3.13
S. pyogenes (30) ciprofloxacin 0.2~3.13 0.78 1.56
norfloxacin 0.78~25 3.13 12.5
temafloxacin 0.39~3.13 1.56 1.56
. ofloxacin 1.56~12.5 1.56 3.13
E. faecalis (30) ciprofloxacin 0.39~6.25 1.56 1.56
norfloxacin 3.13~50 6.25 6.25
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Table 1-2. Antibacterial activities of temafloxacin and reference compounds against clinical isolates
Organism b MIC (ug/ml)
. rugs
(No. of strains) g range 50% 90%
temafloxacin =0.025~0.1 =0.025 =0.025
. 30) ofloxacin =0.025~0.1 0.05 0.05
H. influenzae ciprofloxacin £0.025 50.025 50.025
norfloxacin 0.05~0.1 0.05 0.1
temafloxacin =0.025~0.2 0.05 0.1
. ofloxacin =0.025~0.78 0.2 0.2
M. catarrhalis (35) ciprofloxacin <0.025~0.2 0.05 0.05
norfloxacin =0.025~1.56 0.39 0.39
temafloxacin =0.05~1.56 =0.05 0.39
E. coli (30) ofloxacin =0.05~1.56 0.1 0.39
- coli € ciprofloxacin <0.05~0.20 <0.05 0.1
norfloxacin =0.05~0.78 0.1 0.39
temafloxacin =0.05~50 0.39 50
M i 29) ofloxacin =0.05~12.5 0.1 12.5
- morgant ciprofloxacin =0.05~6.25 =0.05 6.25
norfloxacin =0.05~25 =0.05 12.5
temafloxacin =0.05~3.13 0.1 0.2
. ofloxacin =0.05~6.25 0.1 0.2
K. pnewmoniae (30) ciprofloxacin <0.05~1.56 £0.05 <0.05
norfloxacin =0.05~12.5 0.1 0.2
temafloxacin =0.05~3.13 0.1 0.2
E. cloacae (30) ofloxacin =0.05~1.56 0.1 0.2
’ ciprofloxacin =0.05~0.2 =0.05 =0.05
norfloxacin =0.05~1.56 0.1 0.2
temafloxacin =0.05~>100 0.78 6.25
.. ofloxacin =0.05~100 0.78 3.13
C. freundii (30) ciprofloxacin <0.05~50 <0.05 0.78
norfloxacin =0.05~ >100 0.2 3.13
temafloxacin 0.2~0.78 0.39 0.39
P. mirabili ofloxacin 0.1~0.39 0.2 0.2
mirabilis (30) ciprofloxacin <0.05~0.2 <0.05 <0.05
norfloxacin =0.05~0.78 0.1 0.2
temafloxacin 0.1~>100 50 >100
. floxacin =0.05~ >100 25 >100
P. vul 0 =
garts (29) ciprofloxacin <0.05~ >100 12.5 >100
norfloxacin =0.05~>100 50 >100
temafloxacin 0.1~50 1.56 25
P. gerugi ofloxacin 0.2~100 1.56 12.5
ruginosa (30) ciprofloxacin =0.05~12.5 0.2 1.56
norfloxacin 0.1~25 0.78 6.25
temafloxacin =0.05~0.78 0.1 0.2
A. anitrat ofloxacin §0.05‘~3.13 0.2 0.39
ratus (30) ciprofloxacin =0.05~1.56 0.1 0.2

norfloxacin =0.05~12.5 1.56 3.13
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MICoofiti 1£50ug/ml &MLD& D 2~3 L » Tz,
K. pneumoniae B & U'E. cloacae!Z 3 L Tid, & b IZMIC
<0.05~3.13¢g/ml, MICgoft0.21g/ml&, CPFX &
N2EHBLDOD, LD2K LT o720 C. freun-
dit\Za AMICHUE £0.05~ > 100g/ml & WRIL < 43
i L, MICoofiii%6.25ug/ml T, LD3HK & D 1~34F
# 5T, PomirabilistIxf LT, Lo3# & hi~
3545 5 & O OMICHH0.2~0.78 1g/ml, MICoof0.39
pg/mlE BAUEREMTDH o720 P ovulgarisi X LTI,
MICHRI20.1~ > 100g/ml £ @I £, MICoofilli >100
pg/ml EALDIF) & B HURIG T TRD S h e d -
720 P. aeruginosa i< 3§ AMICHR 12 0.1 ~ 50 12g/ml,
MICoofii iz 251g/mI T, MD3H| L D 1~4EH > T
720A. anitratusixF LCld, MICI®<0.05~0.78g/ml,
MICoof#i0.24g/ml &, CPFX & 3ti2H% & N/ BT
Hoto WEDEHIC, 77 2BUHEIZBENTIE,
M. morganii, C.freundii, P.vulgaris, 3 X UP. aerugi-
nosalZXtT BT IETI N o 72, hosbstn s s
LARRME I LTI, CPFXX ) RR%5 b DDMD
28 L RIZRIEDRIFLEMTH o720

2. M8 K OWEHE R

1) MEHE

BRI ERE 26 LT, AKI300 mg% R

4 L, BGRINEH, 205, 4REM, emem, gp
WE AR L7z % 72, $5-%8MMA
T ) 9L S % AR L 7o SN ML o 8 & g
H D AHK| D # HPLCIE X AV THlE L7,

2)  iflsiE A

i 5 o R R TEE VR, EB LIS 5V T2.98 g/ mIB 5%
411N, AEBI20C BV T 1.804g/mIIR S Hhals )T, §
WM i F N EFN1.93ug/ml, 1.274g/miTh o1
(Table 2, Fig. 1)o WAL, FEHI1TIX3MM%
123.38g/ml, FEFI2TIZ4MEMIIC1.450g/mIOY -
&KL, 8HME T ENENL640g/ml, 096
ng/ml Dk TdH o720 W& B HAT H (Penetration
ratio)td, FEFI1I 113.4%, fEH21380.6%TaH -1,

Table 2. Penetration rate of temafloxacin
Dosage Case Peak levels Penetration rate
@ . ™ (g/ml @)
serum 2.98
1 sputum 3.38 1134
300 )
serum .
2 sputum 1.45 80.6

(ug/ml)
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Fig. 1. Serum and sputum concentrations after administration.
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R SUT S ge 2, MMESUAY i 28 341,
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148 E3 R E LT, EHDOA)PE % i L7zo Table
3-1, 320 Lz <, fEBlo i, Niligk 164,

U ATEILA

AT AR3BI, NEBENRE S B, STl 1460 C b

Table 3-1. Clinical and bacteriological effect of temafloxacin treatment
. Dose .
Sex. BW Clinical (days) Isolated BT, WBC, CRP, ESR Bffect Side effects
No. | Age, Sex, diagnosis o organism °C) (/mm?) (mm/1 b) Remarks
300 mgx2 normal flora 36.4 5200 2+ 35
1] 37,M,53 pneumonia (14) i i I ! i good |GPT 1140
84¢g normal flora 36.5 6000 - 4
300 mg x 2 | S. pneumoniae (5x 10%) | 36.4 5700 0.24 45
2| 60, M, 56 pneumonia (@) 1 ! ! i) | good (=)
42¢ normal flora 36.3 5500 0.05 20
150 mg x 2 not examined 36.8 7200 12.6 38
3| T3,F— pneumonia (9 1 1 i) ! i) good (=)
2.7¢g not examined 36.2 4000 <0.3 28
300 mgx 2 not examined 6500 1.11 32 ot |not
_ i ?
4| 22,F, pneumonia g; I l 1 1) ! evaluated | evaluated
300 mgx 2 not examined 36.4 5800 0.59 5
51 30,M, — pneumonia (14) I 1) 1 i) ! good (=)
84g not examined 3300 0.46 5
300 mgx2 normal flora 359 7000 0.41 59
61 39,F 48 pneumonia (14) i ! 1) 1 1) good |[WBC!
84g not examined 1800 0.26 46
pheumonia 300 mgx2 normal flora 37.5 6200 18.5 50 GOT 18—67
7| 69,M,43 |chronic pulmonary| (7) ! ! ! i l good |GPT 22—79
emphysema 42¢g not examined 36.6 7700 2.8 41 ALP 10.9-11.5
150 mgx 3 normal flora 39.0 6300 10.9 72
8| 57,F — pneumonia (8) } ! i ! i good (=)
36¢g not examined 36.2 5400 0.7 32
300 mgx 3 | S. pneumoniae (3% 107) | 39.4 21200 12.7 100
91 29,F,— pneumonia (" ! ! i ! ! excellent (=)
6.3g no sputum 36.0 6500 1.1 50
300 mgx2 normal flora 38.1 12500 10.9
10| 74,F, 42 | acute bronchitis ) ! ! ! ! | good (-)
] 42¢ not examined 36.0 6500 2.18 149
300 mgx3 normal flora 37.4 20000 5.4 13 ¢ h
1| 83,F,54 | acute bronchitis (" ! ! ! ! ! good :iomz;f "
| 6.0¢ not examined 362 4400 =05 10 scomlo
diffuse 100 mg x 3 | P. aeruginosa 6x107) | 39.9 9100 3.56 58
)M 4 panbronchiolitis (7 ! \ ! ¢ ! fair =)
. 21g P. aeruginosa 4x107) | 37.6 10200 5.83 69
; 8
300 mgx2 | ggg;”m g " ig(,; 39.0 13100 2.66 60
B 67,M,61 bronchiectasis (4 . ! ! ! ! poor (-)
24¢ . 39.4
| not examined
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Table 3-2. Clinical and bacteriological effect of temafloxacin treatment
No. | Ace. Sex. | Clica (2:“:) Isolated BT, WBC, CRP, ESR | po | Sideetics
R diagnosis To{al organism C) (mm? (mm/1 by | € Remarks
ulmonary cyst 300 mgx2 | H. influenzae (4x107) | 37.8 8700 2.08 31
14| esM 5 | PRI (14) ! Lo 1 fair )
+ e 84g |H. influenzae 6x107) | <37.0 10400 1.01
200 mgx 2 | S. pneumoniae (3x10°) | 39.4 23600 24.17 42
15| 20, F,48 pneumonia (14) i ! i i ) excellent (-)
56¢ normal flora 36.1 6300 0.25 13
200 mgx2 normal flora 37.7 9500 3.89 40 .
16| 170,F, — pneumonia (14) ) 1) { ) ) good (-)
5.6¢g normal flora 374 7600 0.78 35
300 mgx2 normal flora 39.6 11200 16.38 122
17| 69, M, 48 pneumonia 11) ) i 1) ! ) fair (-)
6.0¢g normal flora 38.3 20300 12.90 141
300 mgx2 H. influenzae 373 9000 114 92
18| 69, F, 4 pneumonia (14) ! 1) 1 ) ! good (-)
84¢g no sputum 36.4 6900 0.29 28
300 mgx2 not examined <375 3800 1.7 69
19| 79,F,48 pneumonia (14) 1) 1) i I i good (-)
84¢g not examined <37.0 6100 (-) 59
300 mgx2 normal flora 36.8 5200 (-) 6
20| 27, M, 62 pneumonia (14) ) 1) ! i ! good (-)
84¢g no sputum 36.5 4300 (-) 4
300 mgx2 not examined 37.8 11500 40.0 91
21| 62,F, 50 pneumonia (16) 1) 1) ) ) 1 good =)
96¢g no sputum 36.4 5700 (-) 40
300 mg x2 | C. pseudodiphtheniticum | 37.4 11200 3.7 66
22 | 76,M, 45 | chronic bronchitis (14) i) 1) ) I ! good (-)
84¢g no sputum 36.2 7100 29 49
300 mgx2 S. pneumoniae 37.6 12400 3.2 12
23| 60, M, — | chronic bronchitis (n I i I} i i good (-)
42¢ normal flora 36.0 11900 0.6 10
P. aeruginosa (6 x 107)
200 mg x 2 | S. pneumoniae (2 x 107) | 39.0 1017 116
24 | 63,F,50 | chronic bronchitis [ (14) ! ! ! ! i good (=)
5.6g | P.aeruginosa 2x10%) | 36.0 5500
MRSA  (1x10%
H. influenzae (1 x 108)
diffuse 300 mgx2 |S. pneumoniae (1 x10%) | 39.6 5200 7.74 63
251 31, M, — anbronchiolitis (16) ) ! 1) i) ! fair (=)
P 9.6¢ H. influenzae (1x10%) | 36.8 7800 4.78 57 :
S. pneumonige 2 x 107)
diffuse 150 mgx 3 normal flora 354 4100 1.12 5
26 | 49, F, 47 anbronchiolitis (" ) ! i ! i fair (<)
P 315¢ normal flora 36.2 5500 0.20
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5, 1E100mgA H300mg% 1 H2[E A 53
pEOfks L, HEMMda~16 8 M, RS RI
2100~9600mg T o 720

9. MRHIELE

BRAEOHIE X, FRIRE- A% OB MIEER, %
gPAERE, AMIRE, CRP, Mk, MWEHMXMZL L
OREFAEEZICLT, BREMIZ, F(excellent),
##fgood), R HR(fair), EEX(poor)DA4EIEIZTH
EL1

3. HRPREE

EM4LEAPAHO O EREE L, hoihy
HETf 7 255 DR AR % BRIR L % Table 417" L
1, BABRMBRYE X, 256, %26, AN
1760, &% 5B, &R 1HIT, 05 LHERL
L2196, HRFIZT6.0%TdH - 720 B ERIFIL,
ik 1@ 14BIA AL £(93.3%), BHULAEXL
Toflsh 2B AT HN(100%), BHREX K TIFIH3IMF
PHHEBI00% & V) BHFZKETH o7 LALY
FAMAMAELRIG, MBERBEEIGNIINT D)
REPR AR TH o7z EFBIDIBIGERI13)IZ A S
nids, ZOEPHIREXIRET, BRER, RIE
AR, MEREICEENAON R ol DIZER L
L,

MEFHE % Table 5IZR L7z, BEBEZHET

E211610 9 B, MRSAD LHUIZ MM S AL7zhS, Birid
ENTHh L) DA TH o720 S, prewmoniae 136151
I &R, sBlLER S N2, 209 b1k
MRSA D Wi s LAV L& & N 72 Corynebacterium
pseudodiphtherilicum S 1B oMk S Ao A, AR
BRI S8 N Too 11 influenzae tE 450151k S
N, RSN DRIBIOAT2BIIAL, 160IE 4]
TH o120 P acruginosa H2BNZ0MES 7z 28, &b
WKARETH o720 RHABIE RV 721200 9 & THASH
HL, HLHI358.3%Tdh 720
oW # A

Table 3 DAIRDH 7 112, KHBIOMAES &V
BRERMR AN YL % 25 L 2oo EAEIEIR TIE Y ERAS IR IR S
1FcHA 6N, BRREMEN IZGPTD L AA51 4,
HIMER A A5161, GOT, GPTH & UALPD EH-#°1
FlUZRRD Nz WINLIBE,I O —BEDRE T,
AR DREMWATERR SN,

V. # ®

TMFXIZKE7 & » TR S HF /0%
BRIEAIT, Vo L2BNMEB LU S LBMEHE I
LTHBEVITE AR PVEET 5, 151277 LM%
WH L UmEMNE I LTI, BEOHF  ur R
AT, K DCIE D2 D2 EAUSFMT, 20
v a75X<, 75377, HBHEBIULIF

Table 4. Clinical efficacy of temafloxacin

Diagnosis Excellent Good Fair Poor Efficacy rate (%)*
Pneumonia 2 12 1 14/15 (93.3)
Acute bronchitis 2 2/2
Chronic bronchitits 3 3/3
Diffuse panbronchiolitis 3 0/3
Pulmonary cyst + infection 1 01
Bronchiectasis 1 0/1

Total 2 17 5 1 19/25 (76.0)

* (excellent + good)/total

Table 5. Bacteriological efficacy of temafloxacin

Isolated organism Eliminated Persisted Replaced Unknown Elimination rate (%)*
MRSA 1
S. pneumoniae 4 1 1 5/6
C. pseudodiphtheriticum 1 11
H. influenzqe 1 2 1 1/3
P. aeruginosa 2 0/2
Total 6 5 1 2 7/12 (58.3)

* (eliminated + replaced)/total — unknown



442

CHEMOTHERAPY

DEC. 1993

A7 EIHLTHEOHYEA STV B,
ARFEAR DI G-I & 0 iR SRR & A1, 20
7N, FCAARER I3 R DMI52%H26 15 N 1412
FDE FOWTRAICHEES W BY F 7, it~
DBITHBOTRIFRS &, RIENWREIRNS
CENHESNTNABY,

FHI O TEMEI T BT 4 OB T & LLF 72 1A
MERON, 7T ABMERB N LTIE, 4 ERH
LW LT O R AHE I ER LA 7T
LRSS T B HLW S kb4 T, M. morganii, C.

freundii, P. vulgarisP & U'P. aeruginosa X3 5L
TG o 72A8, CHGLUAD 75 LIEMERISH LT
2, CPFX& W #2445 b DD, OFLXANFLX &I131¥
[F% D RIFREMRTDH - 720

1B S Y B 26012 B 1T B A K 300megik 5
DB L UMEEFIREDNE ST, EEFBITED
113.4% 8 & 1F80.6% & RIF LB RABITARIE S
AN

M0 25 R e fiE BB Z 26 B AR %35 L, ZDAER
HERET LR, AUET6RL RFRBBAITRS L
2o TTMBEFMRHMREEXATAD L, V7 LGHH
22 LT, S. pneumoniae D 16138 & HFEBAREHD
MRSAD 16l % BE &, HERLILBREHEINRD LN,
—H, 77 LBRME DH. influenzae, P. aeruginosalixt
THRBEDREIFR+STH -7,

BIfER & L T BHARBALIH A% ICH SN

720 WRRMRAEME SR 33BI(13%)ICH LN, 2034,
FUILERIBA A 150(4%), DFHERERE A 250(9%) 12 a4 6
2o LLWTNROGBETH), EHEEKE S/
2o Dix7% L, BRIDLEEIGIEENT,
P72 £, TMFXIZL2H L, Ky
T LR DG B L SRS AE D IERI BV TR
DT RUEDEHWENRIRRARITH S 2 LATmgsn

7o

1)

2)

3)

4)

5)

X it
WA B, NEHIR— : H5300 B AR{b gy
XNBEIHBRR, FEL RV,
Temafloxacin(TA-167), K7, 1991
Barry A L and Jones R N: In vitro activities of
temafloxacin, tosufloxacin(A-61827) and five
other fluoroquinolone agents. J Antimicrob Che-
mother 23: 527~535, 1989
Nye K, et al: The in vitro activity, pharmacokine-
tics and tissue penetration of temafloxacin: |
Antimicrob Chemother 24: 415~424, 1989
WOo®=: 37074 3 »HREMIC20001
& 5 HAE EZ A B, Chemotherapy 30: 1515
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The newly developed broad-spectrum fluoroquinolone, temafloxacin (TMFX), was evaluated in
vitro and in vivo in comparison with ofloxacin (OFLX), ciprofloxacin (CPFX) and norfloxacin
(NFLX). The results were as follows:

1. Antimicrobial activity: Minimal inhibitory concentrations (MICs) against 483 clinical
isolates including 15 different species were determined by the microbroth dilution method.

TMFX showed excellent antimierobial activity against gram-positive bacteria in particular.The
MIC values for 3 species of gram-positive bacteria were superior to those of the other quinolones
tested except against Streptococcus pyogenes and Enterococcus faecalis, for which TMFX was equal to
CPFX.

The MIC values for gram-negative bacteria were below those of CPFX, especially for Morganella
morganii, Citrobacter freundii, Proteus vulgaris and Pseudomonas aeruginosa. TMFX, however,
showed equal activity to OFLX and NFLX against the other gram-negative bacteria.

2. TMFX concentrations in serum and sputum: TMFX was orally administered at a single dose
of 300 mg to two patients with chronic lower respiratory diseases, and the concentrations in
serum and sputum were measured by HPLC. The peak concentrations of TMFX in the serum and
sputum of one patient were 2.98 and 3.38 xg/ml, respectively, and those of the other patient were
1.80 and 1.45 pg/ml, respectively. From these data, it was suggested that TMFX has good
penetration into sputum.

3. Clinical efficacy and adverse reactions: Twenty-six patients with respiratory tract
infections were treated with TMFX, and the overall efficacy rate was 76% (exellent in 2 cases,
good in 17, fair in 5, poor in 1, and not evaluable in 1). Stomach discomfort was observed as a side
effect in one patient. Although the elevation of GPT was observed in one case, leukopenia in 1 case
and the elevation of GOT, GPT and ALP in 1 case, these abnormal laboratory findings were mild
and improved rapidly after the completion of TMFX treatment.



