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Abstract
Background: Obese type 2 diabetic subjects are recently increasing in Korea, indicating the importance of
insulin resistance rather than insulin secretory defects in the pathophysioloy of type 2 diabetes. The purpose
of this study is to evaluate the safety and efficacy of fixed dose rosiglitazone/metformin combination therapy
in poorly controlled subjects with type 2 diabetes mellitus.

Methods: 12 type 2 diabetic subjects who had a HbAlc > 11% or fasting plasma glucose > 15 mmol/L were
included. After a 2 week screening period, the subjected took the fixed does rosiglitazone/metformin for 24
weeks. The treatment with rosiglitazone/metformin began at week 0 with an initial dose of 4 mg/1000 mg
and, unless tolerability issues arose, subjects would be increased to 6 mg/1500 mg at week 4 and at week
8 to the maximum dose of 8 mg/2000 mg. The primary object of this study was to characterize the
magnitude of HbAlc reduction from baseline after 24 weeks of rosiglitazone and metformin treatment in
poorly controlled type 2 diabetics.

Results: The mean age of the subjects was 48.9 + 10.6 years old, body mass index was 25.0 + 3.5 kg/m’,
HbAlc was 12.0 £ 1.0%, and fasting plasma glucose was 16.3 = 3.1 mmol/L. HbAlc was reduced to 7.54
+ 1.45% and fasting plasma glucose reduced to 7.96 + 2.38 mmol/L at week 24. The proportion of HbAlc
responder who showed the reduction from baseline of > 0.7% or HbAlc < 7% was 11 among 12 subjects
(91.7%). 41% of the subjects (5 among 12 subjects) achieved HbAlc level < 7.0% and 75% (9 among 12
subjects) achieved HbAlc level < 8.0%.

Conclusions: In this study, rosiglitazone and metformin combination therapy was effective in glycemic
control in poorly controlled subjects with type 2 diabetes mellitus. (KOREAN DIABETES ] 32:506-512, 2008)
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Table 1. Baseline characteristics of subjects
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okl Foi 245 ¥ HbAlc7} 6.5% ols}E B tAR= 3
W (33.7%), 7% v+ 57 (41.7%), 8% V|9 99 (75%)
0|93t 117geNA] (91.7%)lA 714Xl vzl 0.7% ol 7+
Eea A

N (male/female) 12 (6/6)
Age (years) 48.9 + 10.6
Duration of diabetes (years) 4.1 £ 45
Body weight (kg) 659 + 9.5
Body mass index (kg/m®) 250 £ 35
Waist circumference (cm) 85.8 £ 9.6
Systolic blood pressure (mmHg) 1149 + 10.9
Diastolic blood pressure (mmHg) 73.7 £ 9.1
HbAlc (%) 120 £ 1.0
Fasting plasma glucose (mmol/L) 16.3 £ 3.1
Free fatty acid (mmol/L) 0.7 + 04
C-peptide (nmol/L) 0.6 = 0.3
Data are expressed as means + S.D.
Table 2. The changes of body weight and glycemic control

Week 0 Week 4 Week 8 Week 16 Week 24 Difference
WC (cm) 85.8 £ 9.58 86.0 £ 10.5 0.02 + 4.80
BW (kg) 659 + 948 668 + 9.69°  67.3 + 104 680 + 109  69.0 + 124 3.03 + 5.13
HbAlc (%) 120 + 1.0 109 + 1.09° 919 £ 141" 759 + 127" 754 + 145  -445 + 195
FPG (mmol/L) 163 £ 3.11 105 + 356 855 £ 275 842 +334 796 £ 238  -829 + 255
C-pep (nmol/L) 0.57 = 0.25 0.55 + 0.28 0.52 + 0.28 0.56 + 0.19 0.53 + 0.22 -0.04 £ 0.20
HOMA-IR 261 + 171 151 + 073 135 £ 059 145 + 054 134 + 053 -127 + 1.55
HOMA-3 (%) 157 + 6.17 364 + 242" 476 + 263 629 + 5317 548 + 322" 39.1 + 289

Data are expressed as means * S.D. BW, body weight; C-pep, c-peptide; FPG, fasting plasma glucose; WC, waist

circumference.
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Table 3. The changes of lipid profile

Week 0 Week 4 Week 8 Week 16 Week 24 Difference
TC (mmol/L) 521 + 141 4.63 + 0.90 481 + 0.77 5.15 + 0.93 511 £ 095  -0.11 * 0.76
TG (mmol/L) 159 £ 1.17 210 + 2.37 1.37 + 0.65 1.55 + 0.65 158 =+ 0.81  -0.01 + 0.65
HDL-C (mmol/L) 131 = 034 125 + 0.30 1.34 £ 037 1.19 £ 0.26 126 £ 028  -0.05 + 0.36
LDL-C (mmolL) 3.18 = 128 2.60 + 0.77 2.85 + 0.70 322 + 0.90 3.13 £ 087  -0.05 + 0.68
FFA (nmol/L) 071 £ 039 044 = 0.18° 044 + 033" 049 + 023 049 + 028  -022 + 0.35

Data are expressed as means + S.D. FFA, free fatty acid,;

HDL-C, high density lipoprotein cholesterol; LDL-C, low

density lipoprotein cholesterol; TC, total cholesterol; TG, triglyceride. * P < 0.05 vs baseline.

Table

4. HbAlc and fasting plasma glucose responder at week 24

N =12

HbAlc responder

HbAlc
HbAlc
HbAlc < 8%
HbAlc reduction
Responder
(HbAlc reduction

< 6.5%
< 7%

> 0.7%

> 0.7% or HbAlc < 7% at week 24)

3 (33.3%)
5 (41.7%)
9 (75.0%)
11 (91.7%)
11 (91.7%)

FPG responder

FPG < 6.1 mmol/L

FPG < 7 mmol/L

FPG reduction > 1.7 mmol/L
Responder

1 (8.33%)
5 (41.7%)
12 (100%)
12 (100%)

(FPG reduction > 1.7 mmol/L or FPG < 7 mmol/L at week 24)

FPG, fasting plasma glucose.
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