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Table 1. Number of cases classified by gender and complication

Hypoglycemia

Hyperglycemia

Total %[
Diabetics Non diabetics  Total(l %[ Diabetics Non diabetics  Total( %0
Male 21 5 2601 34.70 9 1 1000 71.40 3601 40.40
Female 37 12 490 65.30 2 2 4[1 28.601 530 59.601
TotalO %0 580 77.30 170 22.70 750 84.30 110 78.60 302140 140 15.70 89
gooooog b————— Diabetics 690 77.50 — — — — —

Table 2. Blood glucose of hypoglycemia

Glucose leveld mg/dLO No. of patients[ %[

Table 3. Blood glucose of hyperglycemia

Glucose level mg/dLO No. of patientsO %

-19
20-29
30-39
40-49
50-

Unknown

70 9.3
260 34.70
1801 24.00
110 14.7

30 4.00
100 13.30

620 82.70

Total

75

100-199
200-299
300-399
400-499
600-699
900-

200 14.30
20014.30
20143
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20 14.30
10 71
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Fig. 1. Number of cases classified by side effect onset day.
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Table 4. Number of cases classified by age and complication

Hypoglycemia

Hyperglycemia

Age TotalO %0
Diabetics Non diabetics Total Diabetics Non diabetics Total
35-44 0 1 1 0 1 1 2
45-54 1 0 1 0 0 0 1
55-64 4 0 4 3 0 3 70 7.90
65-74 12 4 16 2 0 2 1801 20.200
75-84 29 7 36 5 0 5 410 46.10
85-94 11 4 15 1 2 3 1801 20.200
95- 1 1 0 0 0 1
Unknown 1 0 1 0 0 0 1
Total 58 17 75 11 3 14 89
0 es000 5201 89.700 1600 94.10 681 90.70] 801 72.70 2001 66.70 1000 71.40 780 87.600
Table 5. Number of cases classified by daily dose of gatifloxacin and complication
Hypoglycemia Hyperglycemia
g ese TotalD %0
mg/bay Diabetics ~ Non diabetics ~ Total(l %[ Diabetics  Non diabetics ~ Total(l %0
100 2 2 2
200 9 5 14 1 1 1500 16.800
300 6 6 1 1 70 7.90
400 4100170.70 110 64.70 5201 69.300 901 81.80 3 1200 85.700 640 71.900
Unknown 1 1 1
Total 58 17 75 11 3 14 89
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Table 6. Type of antidiabetes in diabetics
No. of patientsld %L
Hypoglycemia Hyperglycemia
Treated 5700 98.30 80 72.70
gsu 3401 58.6 40 36.4
0Jsu O Insulin 20 3.45]49] 84.50 Z]GD 54.50
0 SU O Other 130224 200182
O Insulin 10 1.70
O Insulin O Other 30 5.20
O Other 400 6.90 200 18.20
Not treated 10 170 30 27.30
Total 58 11
SU: sulfonylurea antidiabetes
Other: acarbose, voglibose, pioglitazone hydrochloride, metformin hydrochloride, nateglinide
Table 7. Dose of sulfonylurea antidiabetes oo @mooog 1400 30
No. of patientsC] %0 02140 0000003002140 00000000
Dose - A 1007100000000 Ccrnn7OO0O0OO 7
Hypoglycemia Hyperglycemia
- goeddss/oodooooooo
Maximum 1500 30.6 410 83.70
Intermediate 2601 53.1 : 507 83.30] 0000000000 GFLX1O0000000 CerO
Low 80 16.30 10 16.70 good Fig.2|]DDDDDDDDDDDlOOmg/DDD
Total 49 6 010022000200mg/0 O O O 90019.60 (11300
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Table 8. Number of cases classified by complication

Hypoglycemial n=750 Hyperglycemiall n=140
No. of complications %] No. of complications( %[
YES NO  Unknown YES NO  Unknown
Diabetics Renal dysfunction 3500 60.30 6 17 501 45.50J 0 6
Hepatic dysfunction 70 12.10 28 23 0 2 9
Cardiovascular disease 110 19.00 47 500 45.500 6 0
Non Diabetics  Renal dysfunction 1400 82.40 0 3 200 66.70 1 0
Hepatic dysfunction 30 17.60 11 3 10 33.30 0 2
Cardiovascular disease 7041.20 10 10 33.30 0 2
Total Renal dysfunction 490 65.30 6 20 70 50.00 1 6
Hepatic dysfunction 1000 13.30 39 26 10 7.10 2 11
Cardiovascular disease 1800 24.00 57 60 42.90 6 2

Table 9. Number of cases classified by renal function CcrQJ

Hypoglycemia Hyperglycemia
DiabeticBl %1 Non diabeticgl %1  Totdll % Diabetic8l %] Non diabeticgl %]  Totdl %0
Severel] Ccr O 300 1501 25.90J 901 52.90 240 32.00 201 18.20 10 33.30 30 21.40
Moderate] 30 O Ccr [0 600 110 19.00 40 23.50 150 20.00 200 18.20 10 33.30 30 21.40
MildO 60 O Ccr O 750 40 6.90 10 5.90 50 6.70 0 0
NormalO Ccr O 750 20 3.40 0 20 2.70 0 100 33.30 10 7.10
Unknown 26 3 29 7 0 7
Total 58 17 75 11 3 14
Renal dysfunction( %0 3000 51.70 1401 82.40 440 58.70 40 36.40 20166.70 60142.90
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Fig. 2. Correlation between daily dose and estimated Ccr.
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Table 10. Serum concentration of gatifloxain in patients

Concentration p g/mLO Estimated

No  Adverse effect  Gender  Age Z?s?:srg Complication Cer
Time after dosingd hrO  pg/mL  mL/min

1 Hypoglycemia Female 80 UTI Diabetic 15 5.42 39.4

2 Hypoglycemia male 83 UTI Acute renal dysfunction 4 4.21 30.6

3 Hypoglycemia Female 81 Acute RTI Cardiac disease 16 5.59 —

4 Hypoglycemia male 69 Infection Hypertension 12 5.80 11.0

Dose: 200 mg x 2

Table 11. Drug list of hypoglycemia in serious side effects

in Japanese package inserts

Antimicrobials
0 gatifloxacin
O levofloxacin
O ciprofloxacin
[ sparfloxacin

Antiarrhythmics

O disopyramide phosphate
[ cibenzoline succinate
Aminolevan

Indomethacin injection

0 ofloxacin Antineoplastics
0 lomefloxacin [J mitotane
[J enoxacin

0 sulphametoxazol/trimetoprim
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Analysis of patients with hypoglycemia and/or hyperglycemia induced by gatifloxacin
Risk factors and patient profiles

Toshiyuki Tamayama', Yasushi Tanaka™ and Atsushi Saito™

"Drug Information Department, Kyorin Pharmaceutical Co., Ltd., 2-5 Kanda Surugadai, Chiyoda-ku, Tokyo, Japan
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GATIFLO® Tablets, containing gatifloxacifl GFLX] a synthetic fluoroquinolone antibacterial agent, were

launched in Japan in June 2002.

For several months after GFLX were marketed, cases of hypoglycemia and/or hyperglycemia were reported

as adverse drug reactions. Thus, Emergency Safety Information statement was issued in March 2003, stipulating
the contraindication of GFLX in patients with diabetes mellitus.

Risk factors for inducing blood glucose change were estimated by analyzing data collected from 89 cases

with severe blood glucose change reported by March 2003. The results were as follows:

1. Of 89 cases, hypoglycemia was noted in 791 890 O and hyperglycemia in 141 15.70 O
2. Patients with diabeties accounted for 587 77.30 O of hypoglycemia and 117 78.60 O of hyperglycemia.
3. Patients 65 years or older accounted for 68 cases[] 90.70 O of hypoglycemia and 100 71.40 O of hypergly-

cemia.

4. Among 63 cases with records on renal function, dysfunction was found in 4900 89.100 O of 55 cases of hypo-

glycemia, and 701 87.50 O out of 8 cases of hyperglycemia.

Based on the above findings;’ diabetes mellitus,” aged person,” and“ renal dysfunction” are estimated as

major risk factors for blood glucose change induced by GFLX. To prevent adverse reactions related to blood
glucose change, it is essential to recognize these risk factors and to administer GFLX appropriately based on
statements in labeling on the package inserts.



