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Study design  : Systematic review and meta-analysis

Search strategy : Medline, Embase, and the Cochrane database of systematic reviews
(January 1950 to July 2010)
without any language restriction.

(Key words)

“type 2 diabetes”, “diabetes mellitus”, “cardiovascular diseases”, “coronary disease”,
“stroke”, “peripheral vascular diseases”, “retinopathy”, “neuropathy”, “albuminuria”, “renal
failure”,“congestive heart failure”, “hypoglycaemic agents”, “glucose control”, “glycaemic
control”, and “tight glucose control”.

reference lists of published meta-analyses.
Overall, 147 abstracts were reviewed.

Reviewers : Two reviewers (RB and CC) independently and in duplicate extracted data for
all the outcomes of interest from the included trials.

Study eligibility : Eligibility criteria - --randomised controlled trials

assessing the efficacy of intensive glucose lowering treatment (oral or insulin)
Vs

a standard treatment (standard care), less intensive glycaemic lowering treatment,
or placebo (intensive glycaemic treatment

JADAD Score I1Z&% RCT Q& DL

Double blind randomised placebo controlled trials received a score of more than 3,
whereas open randomised trials were given a score of 3 or less.

Data analysis : RevMan 5 (www. cc-ims.net/revman)
Outcome- - -risk ratios & 99% confidence intervals
fixed effect model meta-analysis to assess the effect
random effect model when the statistical test of heterogeneity showed significance.
visual inspection of forest plots
Cochran’s Q statistic.& I statistic.: heterogeneity [& Q-test P<0.1 . I2 statistic > 50%.

B BREFAH?

- 8 trials were excluded

(DCCT):concerned people with type 1 diabetes

(DIGAMI) trial: the effect of short term glycaemic control in people with acute myocardial infarction
(ADOPT) and (RECORD :Rosiglitazone vs P):not assess intensive glucose lowering treatment or drug / P
(DREAM: Assessment with ramipril and rosiglitazone) and (NAVIGATOR : Nateglinide And Valsartan in IGT)
(STENO 2) & (UKPDS 44) :not assess intensive glucose lowering treatment vs standard treatment
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- 13 studies NI MJ—
5 double blind controlled trials with a Jadad score of more than 3
(UGDP phenformin,22 UGDP tolbutamide,23 PROactive,28 Dargie et al,29 Hyperinsulinemia
: the Outcome of its Metabolic Effects (HOME) 30)

8 open trials with a Jadad score of 3 or less
(UGDP insulin,24 the Kumamoto study,25 Veterans Affairs Feasibility Study 1997,26 31
UKPDS 33,9 UKPDS 34,27 ACCORD,7 32 33 ADVANCE,6 and VADTS).

% microangiopathy were published separately: VADT31 and ACCORD.32 33
% The UGDP studies, one on phenformin versus placebo22 the other on tolbutamide versus
placebo23 were combined. As these drugs have been withdrawn, a sensitivity analysis was
carried out with the combined trial excluded from the meta-analysis. A further UGDP study
evaluated the effect of intensive versus standard insulin therapy in people with diabetes.24
X BEER
34 533 patients (60% men),
62 % (range 49-66) years,
baseline mean HbAlc level of 7.9% (range 7.1-9.5%)
mean BMI of 31 (range 20-32).
The mean duration of diabetes was 7.8 (range 0-12) years.
39% of patients already had a cardiovascular event at baseline.
18 315 were randomised to the intensive treatment group
16 218 to the standard treatment group.
The mean duration of follow-up was 5.0 (range 1-10) years.

* Funnel plots %ZL — publication bias ?

Records identified through search of databases (n=147)

{

Records assessed for eligibility
after removal of duplicates (n=143)

Full text articles Records that did not meet
reviewed (n=21) inclusion criteria (n=122)

. ) T

f

Studies included in
meta-analysis (n=13)
5 double blind; 8 open label

Full text articles excluded with reasons (n=8):

Type 1 diabetes (n=1}

Short term glycaemic control in patients with myocardial
infarction (n=1)

Did not assess glucose lowering treatment or drug versus
placebo (n=2)

Impaired glucose tolerance (n=2)

Tested several interventions (n=1)

Did not report clinical end points of interest (n=1)

Fig 1 Flow of studies through review
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Table 1 Characteristics of studies included in meta—analysis

FPG=fasting plasma glucose; NA=not available. *Mean values.
ACCORD
2008’

FPG <15 mmol/L Placebo and Placebo and HbA, 7-7.9%

UGDP 1975* UGDP Kumamoto Veteran UKPDS
Characteristic 1976% 1982%*  1995%®  Affairs?® 1998 °%
Jadad score 4 3 2 2 3
No of participants 613 414 110 153 4209
No receiving intensive therapy 408 204 55 75 3071
No receiving standard therapy 205 210 55 78 1138
Men (%) 29 29 50 100 47
Age (years) 52 52 49 60 53
Body mass index NA NA 20 31 28
Duration of known diabetes (years) g <1 6.5 7.8 <1
Follow-up (years) 10 10 6 2.3 10
Patients with previous cardiovascular 9.5 9.5 0 27 0
events (%)
Initial FPG (g/L) 1.43 1.43 — - 1.45
Initial HbA, (%) - - 9 9.5 71
Final HbA,_ (%) intensive group NA NA NA 7.0 7.0
Final HbA,_ (%) standard group NA NA NA 9.5 79
HbA,, final—initial NA NA NA 25 09
Protocol treatment:

Intensive Tolbutamide Intensiv Insulin FPG HbA, <7% FPG <6 mmol/L
or Phenformin e insulin <1.4 g/L and and metformin,
HbA, <7% sulfonylureas, or
insulin
Standard Placebo Insulin Insulin 1 insulin
injection and diet
every

morning

PROactive Dargie et al
2007%°

2005%
5
5238
2605
2633
66
62
31

29
100

7.9
7.0%
7.6
0.6

Pioglitazone Rosiglitazon HbA, <6% and HbA, <6.5% glicazide

and current

therapy

current

therapy

5
224
110
114
80
64
29

35

7.8
7.3
8.0
0.7

e and
current

therapy

current

therapy

3

10 251
5128
5123

62
62
32
10
3.5
35

8.3
6.4
1.5
1.1

available

treatments

and available

treatments

ADVANGCE
2008°

3

11 140
5571
5569

58
66
31

32

715
6.8
7.3
0.5

alone or in

association

Standard glucose
control (with target
glycated haemoglobin

levels)

VADT
20098

3
1791
892
899
97
60
31
115
5.6
40

9.4
6.9
8.4
1.5

HbA,
<6%

HbA,,
<9%

HOME
2009%

4
390
196
194
50
61
30
12
43

7.9
1.7
7.9
0.2

Insulin
and
metform
in
Insulin
and

placebo

Total

34 533
18 315
16 218
60%
61.8%
31%
7.8%
5%
39%

7.9%
6.7%
7.5%
0.8%
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Primary end points
= all cause mortality (RR 1.04, 99%CI 0.91 to 1.19)

Heterogeneity between trials was significant for all cause mortality (P=0.09, 712=0.01, 12=42%)
= death from cardiovascular causes (RR1.11, 99%CI 0.86 to 1.43).

cardiovascular deaths (P=0.006, 1°=0.04, 1°=61%).

= After exclusion of trials with a Jadad score of 3 or less (see web extra), the estimated odds ratio for all
cause mortality did not change (1.06, 0.84 to 1.34),

- whereas the rate of cardiovascular deaths tended to be higher, although not significantly, in the intensive
treatment group (1.58, 0.60 to 4.17).

- Heterogeneity among high quality trials was persistent for the rate of cardiovascular deaths (I2=7O%).
This heterogeneity could not be explained.

Fig 2 Forest plot for all cause mortality and death from cardiovascular causes.

No of events/No In group
Study Intensive Standard Risk ratio Mantel- Weight Risk ratio Mantel-
treatment treatment Haenszel, random (%) Haenszel, random
All cause mortality (99% (99% )
uGpp?? * 64408 21/205 41 1.53(0.83102.82)
uGDpP™ 917204 94/210 —— 13.0 1.00(0.75101.32)
uKpPoS’ 539/3071 213/1138 — 19.2 0.94(0.78101.13)
PROactive™ 177/2605 186/2633 e 14.2 0.96(0.74 10 1.25)
Dargle et al” 8/110 50114 0.8  1.66 (0.4010 6.91)
ACCORD’ 257/5128 203/5123 — 15.7 1.26 (1.00 to 1.60)
ADVANCE® 498/5571 533/5569 —- 22.1 0,93 (0.80 to 1.09)
HOMEY 9/196 6/194 1.0 1.48(0.39105.63)
VADT* 102/892 95/899 — 10.0 1.08(0.77to 1.53)
Total (99% C)) 1745/18 185 1356/16 085 < 100.0 1,04 (09110119
Test for heterogenelty: ©/=0.01, y'=13.76,
df=8, P=0.09, |"=42%
Test for overall effect: 7=0.72, P=0.47
Cardiovascular death
uGDpP™ 31/204 32/210 - 10,0  1.00(0.55to0 1.81)
uGpp? 53/408 10/205 — 6.3 266 (1,13 10 6.29)
Veterans Affairs™  3/75 3/78 1.4 1.04(0.13t08.17)
UKPI}S? 301/3071 126/1138 —- 18.1 0892(0.681t01.15)
PROactive™ 127/2605 136/2633 —e— 16.7 0.94 (0,69 to 1.29)
Dargle et a1™ 5/110 4f114 2.1 1.30(0.24 to 7.04)
ACCORD’ 135/5128 9415123 —— 159 1.43(1.021t02.02)
ADVANCE® 253/5571 289/5569 .- 19.2 0,88 (0.70 to 1.09)
HOME? 4/196 1/194 0.8 3.96(0.22 to 69.69)
VADT® 38/892 29/899 ——— 9.6 1.32(0.7110 2.46)
Total (99%Cl) 950/18260 724/16 163 - 100.0 1.11(0.86to 1.43)
Test for heterogeneity: T=0.04, x°=23.29,
df=9, Pe0.006, I'=61% 02 05 1 2 >
Test for overall effect: 2=1.05, P=0.29 omcenl B b
treatment treatment

Secondary end points
- the rate of non-fatal myocardial infarctions (RR0.85, 99%CI 0.74 to 0.96; P<0.001)
- all myocardial infarctions (RR0.90, 99%Cl 0.81 to 1.01; P=0.02). (1°=0%).
However, no trial showed a significant risk reduction by itself on these two criteria.
= When trials of high quality (see web extra) were only considered,
the observed benefit for non-fatal myocardial infarctions (RR0.83, 99%Cl 0.63 to 1.10) disappeared
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- the rate of all myocardial infarctions tended to be higher, although not significantly, in the intensive

treatment group (RR1.34, 99%CI 0.77 to 2.35).
- Data on all myocardial infarctions were not available for the PROactive study.
- all myocardial infarctions: 5 #ff ARR 0.7%-0.9%. NNT 150 to 117.
- non-fatal strokes (1.00, 0.83 to 1.21). all strokes (0.96, 0.83 to 1.13)
= The analysis restricted to high quality trials (see web extra) :all strokes (0.81, 0.57to 1.17)

Fig 3 Forest plot for macrovascular events: myocardial infarction (fatal and non-fatal) and stroke
(fatal and non-fatal).

No of events/No in group
Study Intensive Standard Risk ratio Mantel- Wel Risk ratio Mantel-
treatment treatment Haenszel, fixed %, Haenszel, fixed
All myocardial infarctions (99% C1) (9% C1)
uGpp** ! 57 /408 22/205 —_ 29 130(0.7110 2.39)
uGDP* 42/204 42/210 - 41 1.03(0,62t01.70)
Veterans Affalrs™ 5775 A[78 e 0.4 1.30(0.24 10 6.95}
UKPDSY’ 4443071 186/1138 — 26.8 0.88(0.72101.09)
ADVANCE® 310/5571 337/5569 -t 33.2 0.92(0.76101.12)
ACCORD’ 205/5128 248/5123 — 24.5 0,83 (0.65 1o 1.05)
VADT* 64 /892 78/899 —_— 7.7 083 (0.54 10 1.25)
HOME™ 8/196 5/194 —— 0.5 1.58(0.37106.72)
Total (99% CI) 1135/15 545 922/13416 ° 100.0 0.90(0.81 to 1.01)
Test for heterogeneity: 37=5.52, df=7,
Pe0.60, 17 =0%
Test for averall effect: 2=2.42, P=D,02
Non-fatal myocardial infarctions
uGpp?? 2 32/408 20/205 —_— 3.3  0.80(0.4010 1.62)
uGoP™* 29/204 30/210 —_— 3.7 1,00(0.53 10 1.85)
UKkPDS™’ 221/3071 101/1138 — 18.2  0.81 (0.60 to 1.09)
PROactive™ 119/2605 144/2633 - 17.7  0.84 (0.61 to 1.14)
ACCORD’ 186/5128 235/5123 - 29.1  0.79(0.62 10 1.01)
ADVANCE® 153/5571 156/5569 —— 19.3 0.98(0.73t0 1.31)
HOME™ 4/196 4/194 _— 0.5 0,99 (0.16 to 6.00)
vapT* 51/892 66/899 —_— 81 078(0.4910 1.24)
Total (99% CI)  795/18075 756/15 971 * 100.0 0.85(0.74 to 0.96)
Test for heterogenelty: 3 '=3.12, df=7,
Pw0.87, =%
Test for overall effect: 2«3.31, 0,001
All strokes
uGDP™ 8/204 5/210 e 0.9 1.65(0.39 to 7.00)
Veterans Affairs®®  5/75 2/78 —t—— 0.4 2.60(0.311021.54)
ukeps’’ 160/3071 55/1138 —— 14.6 1,08(0.73 to 1.60)
PROactive™ 86/2605 107/2633 —t 194 0.81(0.56101.17)
ADVANCE® 238/5571 246/5569 - 4.9 0.97(0.77 10 1.22)
ACCORD’ 76/5128 72/5123 — = 131 1.05(0.6910 1.61)
VADT* 28/892 36/899 — 65 0.78(0,4110 1.48)
HOME™ 1/196 1/194 0.2 0.99(0,031037.46)
Total (99% CI)  602/17 742  524/15 B44 o 100.0 0.96(0.83101.13)
Test foc heterogeneity: 2°=5,36, df=7,
P=0.62, 1'=0%
Test for overall effect; 2=0.60, P=0,55
Non-fatal strokes
ukPps?’ 120/3071 44/1138 . 17.5 1.01{0.65 to 1.58)
ACCORD’ 67/5128 61/5123 —_t— 166  1,10(0.70 10 1.73)
ADVANCE® 214/5571 209/5569 - 56,9 1.02(0.8010 1.31)
HOME™ 1/196 1/194 03 0.99(0.03 to 37.46)
vaDT" 22/892 32/899 —_— 87 0.69(0.34 0 1.40)
Total (99%Cl)  424/14 858 347/12923 T 100.0 1,00(0.83101.21)
Test for heterogenelty: /=214, df=4, 0102 65 1 2 & 10
Pm0.71, =il it
Test for overall effect: 2<0.07, P«0.95 intensive standard

treatment treatment
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= congestive heart failure (1.17, 0.91 to 1.50; ). Heterogeneity : (P=0.01, 12=0.04, I2=59%),
= not for the two other end points.

= The analysis restricted to high quality trials (see web extra) :congestive heart failure (1.47, 1.19 to 1.83).

Fig 4 Forest plot for macrovascular event of congestive heart failure.

No of events/No in group
Study Intensive Standard Risk ratio Mantel-
treatment treatment Haenszel, random
(99% C1)
uGpp?? 23 51/398 13/205
Veterans Affairs™®  4/75 1/78
UKPDS?’ 91/3071 36/1138 ——
PROactive™ 281/2605 198/2633 -
Dargie et al’® 7/110 4/114 -
ADVANCE® 220/5571 231/5569 -
ACCORD’ 152/5128 124/5123 ——
HOMEY 3/196 41194
VADT® 76/892 82/899 ———-—

Total (99% Cl}

885/18 046

693/15953

Test for heterogeneity: T°=0.04, 7 =19.45,

L Risk ratio Mantel-
(%, Haenszel, random

7. 2,02 (0.94 to 4.36)
0.7 4.16(0.24 to 71.89)
12,6 0.94 (0.57 to 1.54)
20.9 1.43(1.14 to 1.80)
23 1.81(0.37108.78)
20.6 0.95(0.7510 1.21)
18.3 1.22(0.9010 1.67)
1.5 0.74(0.1110 5.22)
15.6 0.93(0.63 10 1.38)
100.0 1.17(0.91 to 1.50)

w

0.102 05 1 2 10

df=8, P=0.01, I’=59%
Favours Favours
Test for overall effect: 2=1.60, P=0.11 intensive standard
treatment treatment

= microalbuminuria (0.90, 0.85 to 0.96). mainly on three larger trials: ACCORD, ADVANCE,UKPDS.27
ARR 0.7% to 3.1%. NNT 142 to 32.

- peripheral vascular (0.98, 0.84 to 1.13). (P=0.16, 1°=34%).
- high quality studies (see web extra), peripheral vascular events (1.34, 0.95 to 1.90).
- retinopathy (0.85, 0.71 to 1.03) (P=0.03, 1°=0.02, 1’=54%)

- photocoagulation (0.91, 0.71 to 1.17) (P=0.07, 12=0.02, 12=57%)

Fig 5 Forest plot for microvascular events: retinopathy and photocoagulation.

No of events/No in group
Study Intensive Standard Risk ratio Mantel- w t Risk ratio Mantel-
treatment treatment Haenszel, random (%, Haenszel, random
New or worsening retinopathy (99% C1) (99% Cn)
uGDp?? 98/291 67/156 —t 15.0 0.78(0.57 t0 1.08)
uGDp™ A8/138 52/155 —_ 11.3  1.04 (0.68 to 1.58)
UxPDS?/ 280/1765 114/743 — 17.4  1.03(0.79 10 1.35)
Kumamoto”™ 7155 19/55 @ t— 29 0.37(0.13t01.03)
ACCORD’ 104/1429 149/1427 — 15.1  0.70(0.51 10 0.95)
ADVANCE® 332/5571 349/5569 —- 20,9 0.95(0.79 10 1.15)
VADT* 123/534 154/534 — 17.2  0.80(0.61 to 1.04)
HOME™ 1/196 07194 0.2 2.97 (0.04 to 197.68)
Totai (99% C1} 993/9979 904/8833 < 100.0 0.85(0.71t01.03)
Test for heterogeneity: ©7=0.02, 3 ’=15.30,
df=7, P=0,03, I"=54%
Test for overall effect: 2«2.19, P=0.03
Photocoagulation
uGDp* 2/182 2/195 0.9 1.07(0.081t013.89)
UxXPDS?’ 229/3071 117/1138 - -— 31.0 0.73(0.55t0 0.96)
ACCORD’ 350/4886 34714910 39.2  1.01(0.84 t01.22)
VADT® 119/769 121/772 28.8 0.99(0.73 10 1.34)
Total {99% CI) 700/8908 587/7015 100.0 0.91(0.71101.17)
Test for heterogeneity: ©'=0.02, %°=6.95,
df=3, P=0.07, ’=57% &y 1 2 5
Test for overall effect: 2=1.00, P=0.32 l';:::::" .::::z

treatment treatment
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= visual deterioration or blindness (1.00, 0.96 to 1.05)
= neuropathy (0.99, 0.95 to 1.03)
= renal failure or doubling of serum creatinine levels (1.03, 0.98 to 1.08)

Fig 6 Forest plot for microvascular events: visual deterioration or blindness, neuropathy,
microalbuminuria, renal failure or doubling of serum creatinine level, and peripheral vascular

events (leg
No of ts/No | . .
it b i s revascularisation,
Study Intensive Standard R::R rl!lo{dﬁ:‘:l- wz'“l ht Rlusll rllloLM’m:I- inh | arterial
treatment treatment aensze aenszel eri eral arteria
. Visual deterioration or blindness (99% C1) (99% C1) perip ) )
disease, ygpp? 27/354 12/179 0.5 114 (04810 2.69) OF Intermittent
uGpp? 21/174 22/180 - 0.6 0.99 (0,47 to 2,06) i i
UKPDS? 90/3071 38/1138 — 1.6 0.88 (0.54 t0 1.43) claudication).
ACCORD’ 258/4651 273/4689 —_— 8.0 0.95(0.77 to 1.18)
ADVANCE® 3033/5571  3015/5569 89.2  1.01 (0.96 to 1.05)
Total (99% Cl)  3429/13 821 3360/11 755 100.0  1.00 (0.96 to 1.05)

Test for heterogeneity: % ’=1.06, df=4,
Pe=0,90, 17=0%
Test for overall effect: 2«0.,01, P=0,99

New or worsening neuropathy

Veterans Affairs™® 12/75 12/78 0.3 1,04 (04010 2.73)
UKPDS? 381/2437 167/1014 — 5.7  0.95(0.76 10 1.18)
ADVANCE® 2353/5571  2311/5569 1] 56.0 1.02 (0.96 to 1.08)
ACCORD’ 1277/2815  1338/2791 o 32.5  0.95 (0,88 10 1,02)
vapT" 202/464 218/498 —_ 5.1 0,99 (0.82 10 1.20)
HOME" 19/196 18/194 0.4 1.04 (0.47 10 2.34)
Total (99% CI)  4244/11 558 4064/10 144 @ 100.0 0.99 (0.95 to 1.03)

Test for heterogeneity: 7_’-/!.33, dfmb,
P=0.50, P=0%
Test for overall effect: 2=0.62, P=0.54

New or worsening microalbuminuria

uGop’? 15/187 15/191 0.5 1.02 (0.4110 2.52)
UGDP 22/384 9/186 0.4 1,18 (0.44 to 3.20)
UKPDS? 305/2538 152/1048 e 7.7 0.83 (0.65 10 1.05)
Kumamoto®® 5/55 10/55 0.4 0.50 (0.13 to 1.88)
PROactive™ 565/2218 563/2225 20,1 0.99 (0.87 to 1.13)
ACCORD’ 399/3204 494/3232 —e— 17.6 0,81 (0.69 10 0.96)
ADVANCE® 1318/5571  1434/5569 J 51.2  0.92 (0.84 to 1.00)
HOME 15/196 14/194 0.5 1.06 (0.42 to 2.66)
VADTH 30/728 48/731 o 1.7 0.63(0.35101,13)

Total (99% CI)  2664/15 081 2739/13 431 ’ 100.0 0.90 (0.85 10 0.96)

Test for heterogenelty: %7=11.64, df=8,
Pu0,17, 1P=31%

Test for overall effect: z=4.18, P<0.001

Renal fallure or doubling of serum
creatinine level

uGpp? 48/374 25/181 1.2 0.93(0.51 1o 1.68)
uGop? 19/187 16/191 0.6 1.21(0.53 10 2.79)
UKPDS?/ 18/3071 9/1138 0.5  0.74 (0.26 to 2.11)
ACCORD’ 2701/5035  2627/5034 - 92.9 1.03 (0.98 10 1.08)
ADVANCE® 67/5571 61/5569 R — 2.2 1.10(0.70to 1.73)
VADT? 78/882 78/884 R 2.8 1,00 (0.68 10 1,49)
Total (99% Cl)  2931/15120 2816/12 997 2 100.0  1.03 (0.98 to 1.08)

Test for heterogenelty: 37=1.27, df=5,
Pee0.94, |*= 0%
Test for overall effect: z=1.44, P=0.15

Peripheral vascular events

uGpp*? * 59/367 16/182 w38 1.8 (0,92 10 3.64)
uGop?* 32/181 40/191 6.9  0.84 (0.49 10 1.46)
Veterans Affalrs?®  3/75 4178 0.7 0.78 (0.11 to 5.33)
UKPDS?/ 35/3071 18/1138 4.6 0.72(0.34101.51)
PROactive™ BO/2605 65/2633 — e 11.4  1.24 (0.81 to 1.90)
ADVANCE® 343/5571 366/5569 —.— 64.8 0.94 (0.78 to 1.13)
VADT® 28/892 36/899 i 6.3 0.78 (0.4110 1.48)
HOME?" 7/196 8/194 1.4 0.87 (0.23 10 3.20)
Total (99% Cl)  587/12 958 553/10 884 100.0 0.98 (0.84 10 1.13)
Test for heterogenelty: z’=10,53, dfw7,
P=0.16, 1=34% 05 0.7 1 1.5 2
Test for overall effect: 2=0.39, P=0.69 Favours Favours
intensive standard

treatment treatment
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fatal or non-fatal amputation (0.84, 0.54 to 1.29).

After exclusion of trials with a Jadad score of less than 3 (see web extra), heterogeneity disappeared and
the effect of intensive treatment was no longer significant for microalbuminuria (0.99, 0.87 to 1.13).

The exclusion of the UGDP trial (phenformin and tolbutamide trials combined) did not change the results.

Fig 7 Forest plot for microvascular event of amputation (fatal and non-fatal).

No of events/No in group
Study Intensive Standard Risk ratio Mantel- Weight Risk ratio Mantel-
treatment treatment Haenszel, fixed (%, Haenszel, fixed
(99% C1) (99% C1)
uGgop???3 1/392 2/194 3.6 0.25(0.01105.76)
uGop 3/190 1/198 1.3 3.13(0.16 to 60.50)
Veterans Affairs?®  1/75 0/78 0.7 3.12(0.05 to 205.04)
UKPDS? 33/3071 18/1138 —ai 35.4 0.68 (0.32to 1.44)
PROactlve®® 26/2605 26/2633 —— 34,8 1.01 (0.50 to 2.06)
HOME™ 2/196 1/194 1.4 1.98(0.09 10 45.92)
vADT® 11/892 17/899 228 0.65(0.24 10 1.75)
Total (99% C1) 7717421 65/5334 100.0 0.84 (0.54 to 1.29)

Test for heterogeneity: 1 '=4.87, di=6,
P=0.56, "=0%

5

0.01 0.1 10 100

Test for overall effect: 2=1.04, P=0.30 r::::nl ’::::::
treatment treatment

Severe hypoglycaemia
severe hypoglycaemia was more than twice as high (2.33, 1.62 to 3.36). (P=0.03, 1°=0.05, I2:63%).
ARR 1.9% to 6.6%, NNH 52 and 15.

Fig 8 Forest plot for severe hypoglycaemia.

No of events/No in group
Study Intensive Standard Risk ratio Mantel- Weight Risk ratio Mantel-
treatment treatment Haenszel, random (%) Haenszel, random
(99% C1) (99% C1)
UKPDRS?’ 33/2487 8/1138 — 9.6 1.89(0.69105.19)
PROactive’™ 19/2605 11/2633 _— 10.2  1.75 (0.66 t0 4.62)
ACCORD’ 538/5128 179/5123 - 32.7 3.00(2.421t03.73)
ADVANCE®" 150/5571 81/5569 —— 27.5 1.85(1.30t0 2.63)
vADT* 76/892 28/899 e 19.9 2.74 (1,57 to 4.77)
Total (99% CI) 816/16683 307/15362 - 100.0 2.33 (1.621t0 3.36)
Test for heterogeneity: t’=0.05, 7°=10.95,

2 1 2 5 2 5
df=4, P=0.03, ’=63% g2le Q52 2 9 10

Test for overall effect: 2=5.98, P<0.001 l'::::s?ve ‘::u'::::
treatment treatment
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