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Table 1. Adverse drug reactions[] ADRs[]

Nonserious

Serious

Total

System Organ Class

Patients

140

40

180

Reactions

160

43

203

ADRs

Blood and lymphatic
system disorders

Thrombocytopenia

Eosinophilia

Disseminated intravascular coagulation
Anaemia

Leukocytosis

Hypoprothrombinaemia

=

Immune system disorders

Laryngeal oedema

Nervous system disorders

Depressed level of consciousness
Tonic convulsion

Tremor

Dizziness

Dysgeusia

Convulsion

Headache

PRk,

Cardiac disorders

Atrial tachycardia
Palpitations

Vascular disorders

Vasculitis
Angiopathy
Phlebitis

R, OR | PR, NR RPN

Respiratory, thoracic and
mediastinal disorders

Interstitial lung disease
Respiratory distress

Gastrointestinal disorders

Nausea

Diarrhoea

Colitis pseudomembranous
Duodenal ulcer
Gastrointestinal upset
Glossitis

Abdominal pain

Queasy

Vomiting

N OB

Hepatobiliary disorders

Jaundice

Hepatic function abnormal
Liver disorder

Hepatic failure

RN R R R e

PN P P PP RPN PN P OR|([PP([PNPRPPNRPRR|(RP|(RPP PP PP

N
w

Skin and subcutaneous
tissue disorders

Pruritus

Erythema

Purpura

Eczema

Blister

Rash generalised
Erythema multiforme
Rash

Dermatitis medicamentosa
Urticaria

Toxic skin eruption
Rash papular

W Rk W e 0N

16

P Wk, Wk Nk O

Musculoskeletal, and
connective tissue
disorders

Rhabdomyolysis
Limb discomfort

Continued on following page
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System Organ Class

ADRs

Nonserious

Serious

Total

Renal and urinary disorders

Renal failure acute
Renal impairment
Renal disorders

2

N

Anuria

Renal failure
General disorders and Chest pain 1
administration site Malaise

conditions

Injection site erythema
Injection site cellulitis
Injection site pain
Pyrexia

Oedema peripheral
Pain

Application site rash
Injection site phlebitis
Injection site swelling

Investigations

Gamma-glutamyltransferase increased
Aspartate aminotransferase increased
Alanine aminotransferase increased
Transaminases increased

Abnormal liver function test

Platelet count decreased

Blood creatinine increased

Blood uric acid decreased

Blood urea increased

Eosinophil count increased

White blood cell count decreased
Blood bilirubin increased

P NOMN R P ADNRPRPRPNMNNONNRPRRPRPRPNERENCRERRERN

P NN R R OONRRNMNNN(R PR RNR OO R RRPR®| PR RPN
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Table 2. Case reportl Acute renal failurel
Patient
Indications for use Dosage Event Notes
Gender Age L
[ Complications[]
Female 80 | Aspiration _pneum_onla 1 g/day for Adverse drug reaction: Acute renal failure Outcome
O Cerebral infarctiond 3 days Recovering
6 days before Ciprofloxacin was used for 8 days. o
PZFX started 0 WBC 8,200/mm?, CRP 0.8 mg/dL.00 Physician’s
"""""""""" i I o7 (DT |1
2 days before : Levofloxacin 300 mg/day, pol] was y
: . . Probable
PZFX started : used, but it was not effective.
‘0 WBC 18,700/mm?3, CRP 0.6 mg/dL.[J
PZFX started Pazufloxacin mesilate PZFXO was
: started for pneumoniall injection time:
1 30 min[ PZFX skin test was negative.
2nd day of Pneumonia was extended with
therapy tachypnoea and fever.
0 CRP 41.6 mg/dL.O]
3rdday of | PZFX was discontinued.
therapy ‘0 BUN 108 mg/dL, Cr 4.2 mg/dL.0)
O Onset/dis-
continued
1 day after Human serum albumin and dopamine
discontinued | hydrochloride were used against hy-
| potension.
» DIC was complicated. Fibrinogen
700 mg/dL, fibrinogen/fibrin degrada-
tion products 115.5pu g/mL, blood
» platelet 54,000/mm?, prothrombin
i time 11.6 s, plasma prothrombin
| time 82.5%, antithrombin 111 75%.0
2 days after Mechanical ventilator was attached
discontinued | for respiratory failure.
10 days after Mode of respirator was synchronized
discontinued ! intermittent mandatory ventilation.
i Acute renal failure was recovered.
‘00 BUN 32 mg/dL and Cr 0.8 mg/dL.C]
Laboratory data
During PZFX therapy After PZFX discontinued
Day 3
! 2 O discontinuedd ! 2 10
BUN 0 mg/dLO —_ — 108 12000 115 98 32
Cr 0 mg/dLO — — 4.2 45041 34 0.8
CRP 0 mg/dLO 40.3 41.6 32.8 25.3 22.6 16.1
Urine outputd mL/24hrJ — 900 830 — — 1,630

preparation

Concomitant drugs: Concentrated glycerin/Fructose, Ranitidine hydrochloride, Amino acid/Glucose/
Electrolyte, Vitamin complex for high calorie infusion, Manganese chloride/Zinc sulfate combined
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Table 3. Case reportld Convulsion(]
Patient

Indications for use Dosage Event Notes
Gender Age I

O Complicationsd
Female 50s Sepsis 500 mg/day . . Outcome

Al : |
0 Renal failured for 3 days dverse drug reaction: Convulsions Recovered

Before PZFX started Sigmoidectomy, proctectomy,

: colostomy and partial resection of the Physici:?m‘s
i small intestine were performed to causality
Probable

treat peritonitis.

Septic shockl generalized peritonitis

: due to rectal perforationJ and renal
failure developed.

Continuous hemodiafiltration(d daily[]
and catheterization were started.

Pazufloxacin mesilate[] PZFX was
! started for sepsis.

Suture and hemostasis for injury to
: right femoral vein were performed.

3rd day of therapy PZFX was discontinued.

0 Discontinued !
,,,,,,,,,,,,,,,,,,,,,,,,,,,, e

1 day after Generalized convulsions developed
discontinued ' in the morning.
0 Onsetd 5 minutes after onset, diazepam( 5

mg, ivO was started, and convulsions

| disappeared.

© 15 minutes after disappearance of the
event, convulsions recurred.
Diazepam{ 5 mg, ivC] was readminis-
tered, and convulsions disappeared.

' MidazolamO 5 mg/hour] was started
by intravenous drip infusion.
Convulsions stopped.

Concomitant drugs: Aminophylline] Suspect drugl] Fluconazole, Aztreonam, Minocycline hydrochloride,
Potassium chloride, Carbazochrome sodium sulfonate, Tranexamic acid, Lactated ringer's solution
0 Dextran400] Human serum albumin, Menatetrenone, Dobutamine hydrochloride, Acetated ringer’s solution,
Dopamine hydrochloride, Sivelestat sodium hydrate, Metenolone enanthate, Norepinephrine, Teicoplanin,
Dried concentrated human antithrombin 11, Insulin lisprod) Genetic recombinant(] Heparin sodium, Glucose,
Manganese chloride/Zinc sulfate combined preparation, Amino acid preparation for renal failure, Panthenol,
Vitamin complex for high-calorie infusion, Bucladesine sodium, Ascorbic acid, Roxatidine acetate
hydrochloride, 10% Sodium chloride, Extract from hemolyzed blood of young cattle, Lactobacillus acidophilus

preparation, Pronase,
preparation,
monosulfate

Ursodesoxycholic acid, Clostridium butyricum preparation,
Bromhexine hydrochloride, Diastase combined preparation, Sodium alginate, Kanamycin

Bifidobacterium
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Early postmarketing phase vigilance for pazufloxacin mesilate,
a new quinolone for intravenous administration

Keiji Maki'", Toshiro Yamada', Norio Abe'", Toru Hiraiwa', Shigekazu Hashimoto'",
Yoshiaki Tsutsui*”and Kyouko Yamagata®

"'Pharmacovigilance & Surveillance Department, Toyama Chemical Co., Ltd.,

3-25-1 Takada, Toshima-ku, Tokyo, Japan

*Postmarketing Division, Taishotoyama Pharmaceutical Co., Ltd.

*Drug Safety & Evaluation Department, Mitsubishi Pharma Corporation

Early postmarketing phase vigilance for pazufloxacin mesilaté] PZFXO was conducted from September 2002
to March 2003 based o Guidelines for Implementation of Early Postmarketing Phase Vigilance Surveillance

for Prescription Drugs, etcl] December 27, 200000"

We first organized information delivery to provide monthly updates on adverse drug reactions to physicians
and pharmacists working at all hospitals where PZFX was used.
A total of 203 adverse drug reactions in 180 patients were reported. Serious adverse reactionsJ 430] most of
which were already reported for other new quinolones, such as ciprofloxacin and ofloxacin, were observed in

40 patients.

That is; the main serious adverse reactions were convulsioril 5] tonic convulsiori] 10 interstitial lung disease
0 20 pseudomembranous colitisd 200 hepatic function abnormal 40 liver disorder] 300 hepatic failured 10 der-
matitis medicamentosal 3[J rhabdomyolysisO 200 acute renal failured 200 anuriad 100 renal failured 10 platelet

count decreased] 30and thrombocytopenial 10



