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Supplementary Figure 1:

Acarbose Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [mmol/l] SD [mmol/l] Total Mean [mmol/l] SD [mmol/l] Total Weight IV, Random, 95% CI [mmol/l 1V, Random, 95% CI [mmol/l ABCDEFG
5.1.1 Dose <100 mg
Aziz 2013 (1) 5.606 0.467 13 5.629 0.234 13 31% -0.02[-0.31, 0.26] 1 o0 @
Debeljak 2016 0.502 0.47 31 0.884 0.555 31 3.3% -0.38 [-0.64,-0.13] - @®
Hillebrand 1979a (1) 0.584 0.669 12 0.929 0.62 12 21% -0.35[-0.86, 0.17] -/ @
Hillebrand 1979b (1) 0.449 0.477 24 0.971 0.602 24 3.0% -0.52[-0.83,-0.21] -
Jenkins 1979 (1) 52 03 8 6.1 0.4 8 29% -0.90 [-1.25, -0.55] —_— ®
Jenkins 1979 (2) 47 0.3 8 55 0.4 8 29% -0.80 [-1.15, -0.45] —_— @®
Kageyama 1997 (1) 5.286 0.633 20 5.644 0.757 20 2.5% -0.36 [-0.79, 0.07] T
Koytchev 2009 (1) 0.343 0.254 12 0.718 0.757 12 2.4% -0.37 [-0.83, 0.08] -/ @®
Koytchev 2009 (3) 0.136 0.231 12 0.843 0.599 12 2.8% -0.71[-1.07,-0.34] I
O'Dea 1985 (1) 0.407 0.188 6 0.74 0.188 6  3.5% -0.33[-0.55,-0.12] -
O'Dea 1985 (2) 0.227 0.147 6 0.74 0.188 6 Not estimable
O'Dea 1985 (3) 0.147 0.041 6 0.74 0.188 6 Not estimable
Taylor 1982 (1) 0.244 0.269 4 1.389 0.531 4 1.9% -1.15[-1.73, -0.56] D
Taylor 1982 (2) 0.266 0.225 4 1.018 0.297 4 2.8% -0.75[-1.12,-0.39] i
Taylor 1982 (3) 0.156 0.487 4 0.592 0.325 4 19% -0.44[-1.01,0.14] —
Wachters-Hagedoorn 2007 0.214 0.157 7 0.544 0.381 7 3.1% -0.33 [-0.64, -0.02] ]
Yuhong 2014 5.46 2.668 18 5.463 2728 18 0.4% -0.00 [-1.77, 1.76]
Zulkarnain 2009 0.69 0.48 12 2 0.42 12 2.8% -1.31[-1.67,-0.95] -
Subtotal (95% CI) 195 195  41.3% -0.56 [-0.73, -0.39] *
Heterogeneity: Tau? = 0.08; Chi* = 51.64, df = 15 (P < 0.00001); I* = 71%
Test for overall effect: Z = 6.40 (P < 0.00001)
5.1.2 Dose 100 mg
Arakawa 2008 (2) 6.718 0.983 24 6.878 0.914 24 2.1% -0.16 [-0.70, 0.38] T
Aziz 2013 (2) 4.578 0.187 13 5.629 0.234 13 3.6% -1.05[-1.21,-0.89] -
Dimitriadis 1982 0.345 0.163 6 0.349 0.239 6 3.4% -0.00 [-0.24, 0.23] T
Enc 2001 (1) 5.134 0.768 14 4.64 0.685 14 2.1% 0.49[-0.05, 1.03] —
Enc 2001 (2) 4.09 0.231 12 4.446 0.846 12 2.2% -0.36 [-0.85, 0.14] T
Gentilcore 2005 1.166 0.547 8 1.24 0.797 8 1.6% -0.07 [-0.74, 0.60] T
Hillebrand 1979b (2) 0.546 0.482 24 0.971 0.602 17 2.9% -0.42[-0.77,-0.08] -
Hopfner 1997 (1) 0.39 0.148 24 0.593 0.156 24 3.9% -0.20[-0.29,-0.12] -
Hopfner 1997 (2) 0.32 0.163 24 0.523 0.175 24 3.8% -0.20[-0.30,-0.11] -
Kageyama 1997 (2) 5.414 0558 20 5.644 0757 20 2.6% -0.23[-0.64, 0.18] —
Kageyama 2000 (1) 6.263 0.555 12 6.666 0.74 12 2.1% -0.40 [-0.93, 0.12] /T
Shibao 2007 0.549 0.278 13 1.075 0.377 13 3.3% -0.53[-0.78, -0.27] -
Subtotal (95% CI) 194 187  33.5% -0.29 [-0.50, -0.09] <&
Heterogeneity: Tau? = 0.10; Chi? = 109.70, df = 11 (P < 0.00001); I* = 90%
Test for overall effect: Z = 2.76 (P = 0.006)
5.1.3 Dose >100 mg
Caspary 1978 0.947 0.532 7 0.993 0.413 7 22% -0.05 [-0.54, 0.45]
Frati Munari 1998 (2) 0.233 0.211 10 0.333 0.105 10 3.7% -0.10 [-0.25, 0.05] i
Hillebrand 1979a (2) 0.522 0.625 12 0.929 0.62 12 2.2% -0.41[-0.91, 0.09] /T
Hillebrand 1979a (3) 0.36 0.597 12 0.929 0.62 12 Not estimable
Hillebrand 1979b (3) 0.539 0.369 24 0.971 0.602 24 3.2% -0.43[-0.71,-0.15] -
Koytchev 2009 (2) 0.037 0.17 12 0.718 0.757 12 2.5% -0.68 [-1.12,-0.24] I
Koytchev 2009 (4) 0.072 0.286 12 0.843 0.599 12 2.7% -0.77 [-1.15, -0.40] I
Lee 2012 (1) 5.994 0.636 5 6.47 0.398 5 1.7% -0.48 [-1.13, 0.18] I
Lee 2012 (2) 0.618 0.347 33 0.631 0.438 33 3.5% -0.01[-0.20, 0.18] T
Lee 2012 (3) 0.467 0.287 33 0.77 0.539 33 35% -0.30 [-0.51, -0.09] b
Subtotal (95% CI) 148 148 25.2% -0.32 [-0.49, -0.14] &
Heterogeneity: Tau? = 0.04; Chi? = 23.99, df = 8 (P = 0.002); I* = 67%
Test for overall effect: Z = 3.59 (P = 0.0003)
Total (95% Cl) 537 530 100.0% -0.42 [-0.53, -0.30] *
Heterogeneity: Tau? = 0.08; Chi? = 209.90, df = 36 (P < 0.00001); I = 83% 2 1 t t

Test for overall effect: Z = 7.30 (P < 0.00001)

Test for subgroup differences: Chi? = 5.27, df = 2 (P = 0.07), I = 62.0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

1
Favours [acarbose] Favours [control]

Supplementary Figure 1a. Forest plot of acarbose studies on mean postprandial glucose response levels in individuals

without diabetes.


Supplementary Figure 1:


Acarbose Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [mmol/l] SD [mmol/l] Total Mean [mmol/l] SD [mmol/l] Total Weight IV, Random, 95% CI [mmol/l] IV, Random, 95% CI [mmol/I] ABCDEFG

6.1.1 Dose 100 mg

Ceriello 1996 1.377 1576 17 3.083 2316 17 44% -1.71 [-3.04, -0.37] —_
Chen 2016 1.818 0257 12 4.738 036 12 7.4% 2.92[-3.17,-2.67] -
DeLeon 2002 (3) 4.224 1193 10 5.669 179 10 44% -1.44[-2.78,-0.11] —
Frank 1998 (1) -0.673 2169 20 2.336 1907 20  46% -3.01[-4.27,-1.74] —
Frank 1998 (2) -1.877 3338 20 -0.118 3084 20 29% -1.76 [-3.75, 0.23] —
Hermanns 2004 15.708 2445 30 17.918 4125 30 35% -2.21[-3.93,-0.49] —_
Hucking 2005 0.409 0547 10 1.587 1125 10 6.1% -1.18 [-1.95, -0.40] -
Kado 1998 3.865 0964 20 5.126 1239 20 6.4% -1.26 [-1.95, -0.57] -
Kusunoki 2013 5.411 1116 10 6.299 1532 10 4.9% -0.89 [-2.06, 0.29] —
Lettieri 1998 11.68 0.574 37 13.13 0574 37  74% -1.45[-1.71, -1.19] -
Ogawa 2004 1.873 1314 40 2.86 1524 40 6.6% -0.99 [-1.61, -0.36] -
Rabasa-Lhoret 2001 1.187 1.749 7 2.886 1.57 7 34% -1.70 [-3.44, 0.04] —
Rosak 2002 (1) 1.397 0.863 22 2.669 1344 22 65% -1.27 [-1.94, -0.60] -
Rosak 2002 (2) -0.987 0473 21 -0.051 1169 21 6.8% -0.94 [-1.48, -0.40] -
Seifarth 1998 11.325 2349 11 12.083 2405 11 29% -0.76 [-2.74, 1.23] — T
Shimabukuro 2006 1.538 0.967 14 2233 1122 14 61% -0.70 [-1.47, 0.08] -1
Tamasawa 2015 10.129 3169 16 10.534 3269 16 25% -0.41[-2.64, 1.83] —T
Ueno 2015 (2) 3.009 0455 11 4.388 0513 11 74% -1.29 [-1.69, -0.88] -
Uttenthal 1986 2.725 163 17 4.244 2009 17  46% -1.52[-2.78, -0.26] —
Walton 1979 -0.041 4.193 7 1.797 2.685 7 12% -1.84 [-5.53, 1.85] —
Subtotal (95% CI) 352 352 100.0% -1.46 [-1.89, -1.02] ¢
Heterogeneity: Tau? = 0.64; Chi? = 130.30, df = 19 (P < 0.00001); I* = 85%

Test for overall effect: Z = 6.58 (P < 0.00001)

Total (95% CI) 352 352 100.0% -1.46 [1.89, -1.02] [
Heterogeneity: Tau? = 0.64; Chiz = 130.30, df = 19 (P < 0.00001); |2 = 85% - 1 o 5 5 150

Test for overall effect: Z = 6.58 (P < 0.00001)

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours [acarbose] Favours [control]

Supplementary Figure 1b. Forest plot of acarbose studies on mean postprandial glucose response levels in individuals with
diabetes.



Acarbose Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [pmol/l] SD [pmol/l] Total Mean [pmol/l] SD [pmol/l] Total Weight IV, Random, 95% CI [pmol/l] IV, Random, 95% CI [pmol/l] ABCDEFG

5.2.1 Dose <100 mg

Hillebrand 1979a (1) 194.43 58.45 12 381.4 125.98 12 3.4% -186.97 [-265.55, -108.39] I

Hillebrand 1979b (1) 119.53 99.91 24 231.7 112.51 24 3.9% -112.17 [-172.37, -51.97] -

Jenkins 1979 (1) 195 82.71 8 250.63 97.36 8 3.1% -55.63 [-144.15, 32.89] -

Jenkins 1979 (2) 116.88 26.46 8 151.94 38.18 8 47% -35.06 [-67.25, -2.87] ™

Kageyama 1997 (1) 219.9 1127 20 321.3 171.73 20 3.1% -101.40 [-191.42, -11.38] |

O'Dea 1985 (1) 47.6 17.15 6 97.6 2547 6  4.9% -50.00 [-74.57, -25.43] -

O'Dea 1985 (2) 246 5.54 6 97.6 25.47 6 Not estimable

O'Dea 1985 (3) 10.8 7.35 6 97.6 25.47 6 Not estimable

Uttenthal 1987 (1) 11.46 6.11 5 18.63 12.95 5 51% -7.17 [-19.72, 5.38] T

Wachters-Hagedoorn 2007 7.65 6.22 7 29.9 16.8 7 51% -22.25[-35.52, -8.98] -

Yuhong 2014 206.9 45517 18 275.94 56349 18  0.5% -69.04 [-403.67, 265.59]

Subtotal (95% CI) 108 108 33.7% -52.50 [-77.67, -27.34] +

Heterogeneity: Tau? = 800.59; Chi? = 39.89, df = 8 (P < 0.00001); I* = 80%

Test for overall effect: Z = 4.09 (P < 0.0001)

5.2.2 Dose 100 mg

Arakawa 2008 (2) 169.83 63.8 24 22243 86.2 24 4.4% -52.60 [-95.51, -9.69] -

Dimitriadis 1982 156.86 53.69 6 181.82 62.04 6 3.8% -24.96 [-90.61, 40.69] -

Enc 2001 (1) 744 24.69 14 142.8 51.63 14 4.8% -68.40 [-98.38, -38.42] -

Enc 2001 (2) 85.8 87.3 12 204.6 164.2 12 2.7% -118.80 [-224.02, -13.58]

Gentilcore 2005 74.14 5.88 8 234.18 17.4 8 51% -160.04 [-172.77, -147.31] -

Hillebrand 1979b (2) 87.78 90.02 24 231.7 112.51 24 4.0% -143.92 [-201.57, -86.27] -

Hopfner 1997 (1) 11.64 24.68 24 24.38 25.58 24 5.0% -12.74 [-26.96, 1.48] N

Hopfner 1997 (2) 9.84 26.85 24 29.44 29 24 5.0% -19.60 [-35.41, -3.79] ~

Kageyama 1997 (2) 204.9 112.7 20 321.3 171.73 20 3.1% -116.40 [-206.42, -26.38] I

Kageyama 2000 (1) 290.1 125.95 12 406.8 143.41 12 2.6% -116.70 [-224.69, -8.71] |

Shibao 2007 54.09 33.88 13 131.64 78.58 13 4.3% -77.55 [-124.07, -31.03]

Uttenthal 1987 (2) 12.16 10.05 5 18.63 12.95 5 50% -6.47 [-20.84, 7.90] b

Subtotal (95% CI) 186 186 49.8% -72.80 [-116.30, -29.29] L 2

Heterogeneity: Tau? = 5115.59; Chi? = 372.11, df = 11 (P < 0.00001); I* = 97%

Test for overall effect: Z = 3.28 (P = 0.001)

5.2.3 Dose > 100 mg

Frati Munari 1998 (2) 14.57 23.19 10 79.6 98.03 10 3.9% -65.03 [-127.47, -2.59] ™

Hillebrand 1979a (2) 204.23 60.65 12 381.4 125.98 12 3.4% -177.17 [-256.28, -98.06] D

Hillebrand 1979a (3) 140.48 48.21 12 381.4 125.98 12 Not estimable

Hillebrand 1979b (3) 75.88 61.87 24 231.7 112.51 24 4.2% -155.82 [-207.19, -104.45] -

Uttenthal 1987 (3) 59 4.34 5 18.63 12.95 5 5.1% -12.73 [-24.70, -0.76] 1

Uttenthal 1987 (4) 59 2.96 5 18.63 12.95 5 Not estimable

Subtotal (95% CI) 51 51  16.5% -99.07 [-187.53, -10.61] -

Heterogeneity: Tau? = 7346.94; Chi? = 44.74, df = 3 (P < 0.00001); I* = 93%

Test for overall effect: Z = 2.20 (P = 0.03)

Total (95% Cl) 345 345 100.0% -72.63 [-97.38, -47.88] ¢
v 2= - Chiz = = - 12 = 959 t + + 4

Heterogeneity: Tau? = 3109.95; Chi? = 514.44, df = 24 (P < 0.00001); I> = 95% 00 250 13 prram—

Test for overall effect: Z = 5.75 (P < 0.00001)

Test for subgroup differences: Chi2 = 1.42, df = 2 (P = 0.49), I>= 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(
(
(

Favours [acarbose] Favours [control]

E) Incomplete outcome data (attrition bias)
F) Selective reporting (reporting bias)
G) Other bias
Supplementary Figure 1c. Forest plot of acarbose studies on mean postprandial insulin response levels in individuals

without diabetes.

Acarbose Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup _Mean [pmol/l] SD [pmol/l] Total Mean [pmol/l] SD [pmol/l] Total Weight IV, Random, 95% CI [pmol/I] 1V, Random, 95% CI [pmol/I] ABCDEFG
6.2.1 Dose 100 mg
Ceriello 1996 39.99 35.03 17 67.2 43.35 17 9.6% -27.21[-563.70, -0.72] ™ [ J
Chen 2016 126.06 26.23 12 218.34 40.34 12 9.5% -92.28 [-119.50, -65.06] -
DeLeon 2002 (3) 147.3 64.51 10 162.9 92.02 10 3.7% -15.60 [-85.25, 54.05] T
Hucking 2005 37.95 24.14 10 57.07 24.35 10 10.7% -19.12 [-40.37, 2.13] -
Kado 1998 74.96 30.94 20 103.83 518 20 9.7% -28.87 [-55.31, -2.43] ™
Kusunoki 2013 722 272 10 922 39.4 10 9.0% -20.00 [-49.67, 9.67] i
Ogawa 2004 46.33 4098 40 61.74 4403 40 11.2% -15.41[-34.05, 3.23] -
Rosak 2002 (1) 2385 115.65 22 339 2499 22 1.7% -100.50 [-215.56, 14.56] I
Rosak 2002 (2) 365.25 241.65 21 575.1 323.7 21 0.8% -209.85[-382.62,-37.08] —
Seifarth 1998 85.28 49.75 11 101.39 56.2 11 6.5% -16.11 [-60.46, 28.24] -
Shimabukuro 2006 107.08 18.33 14 170 33.75 14 10.9% -62.92 [-83.04, -42.80] -
Ueno 2015 (2) 129.5 31.36 11 167.25 42.97 1" 8.7% -37.75 [-69.19, -6.31] -
Uttenthal 1986 63.73 4419 17 101.18 5891 17  8.0% -37.45 [-72.46, -2.44] —
Subtotal (95% CI) 215 215 100.0% -37.88 [-53.80, -21.95] L)
Heterogeneity: Tau? = 501.48; Chi? = 38.44, df = 12 (P = 0.0001); I* = 69%
Test for overall effect: Z = 4.66 (P < 0.00001)
Total (95% CI) 215 215 100.0% -37.88 [-53.80, -21.95] ¢+
Heterogeneity: Tau? = 501.48; Chi? = 38.44, df = 12 (P = 0.0001); I* = 69% 200 100 200

Test for overall effect: Z = 4.66 (P < 0.00001)

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours [acarbose] Favours [control]

Supplementary Figure 1d. Forest plot of acarbose studies on mean postprandial insulin response levels in individuals with
diabetes.



Miglitol
Study or Subgrou Mean [mmol/l] SD [mmol/l

7.1.1 Dose <50 mg

Kennedy 1987 (1) 0.783 0.518 8
Lembcke 1991a (1) 0.492 0.709 8
Lembcke 1991a (4) 0.527 0.405 8
Subtotal (95% CI) 24

Heterogeneity: Tau? = 0.00; Chi? = 0.19, df = 2 (P = 0.91); I = 0%
Test for overall effect: Z = 1.77 (P = 0.08)

7.1.2 Dose 50 mg

Aoki 2007b (1) 0.538 0579 15
Aoki 2007b (2) 0.574 0.431 15
Aoki 2007b (3) 0.353 0.306 15
Aoki 2010 (1) 5.645 0.543 10
Aoki 2010 (2) 5.455 0.301 10
Aoki 2014 (1) 5.853 0533 11
Aoki 2014 (2) 5.254 0.526 1"
Arakawa 2008 (1) 6.67 1.028 24
Joubert 1985 0.443 0.363 12
Kaku 2012 0.519 0.309 20
Kennedy 1987 (2) 0.966 0.487 8
Lembcke 1991a (2) 0.488 0.761 8
Lembcke 1991a (5) 0.435 0.269 8
Masuda 2011 (1) 6.42 0677 10
Masuda 2011 (2) 7.043 0.742 10

Subtotal (95% CI) 147
Heterogeneity: Tau? = 0.06; Chi? = 22.17, df = 11 (P = 0.02); I> = 50%
Test for overall effect: Z = 5.33 (P < 0.00001)

7.1.3 Dose >50 mg

Lembcke 1990 (1) 0.181 0.499 8
Lembcke 1990 (2) 0.084 0.211 8
Lembcke 1991a (3) 0.077 0.189 8
Lembcke 1991a (6) 0.271 0.264 8
Renard 1991 4.904 0.677 16
Subtotal (95% CI) 48

Heterogeneity: Tau? = 0.08; Chi* = 10.71, df = 4 (P = 0.03); I* = 63%
Test for overall effect: Z = 4.62 (P < 0.00001)

Total (95% CI) 219
Heterogeneity: Tau? = 0.06; Chi? = 38.92, df = 19 (P = 0.005); I =51%
Test for overall effect: Z =7.21 (P < 0.00001)

Test for subgroup differences: Chi? = 6.23, df = 2 (P = 0.04), I* = 67.9%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Supplementary Figure 1e. Forest plot of miglitol studies on mean postprandial glucose response levels in individuals without

diabetes.

Control

Total Mean [mmol/l] SD [mmol/l

1.127
0.714
0.73

0.813
0.813
0.813

6.58
5.817
6.966
6.323
6.878
1.227
1.156
1.132
0.714

0.73
7.849
7.849

1.115
0.647
0.714

0.73
6.556

0.549
0.58
0.335

0.463
0.463
0.463
0.723
0.965
1.171
1.279
0.914
0.863
0.572
0.816

0.58
0.335
0.828
0.828

0.7
0.44
0.58

0.335
1.247

Total Weight

8  4.8%

8 3.8%

8 6.7%

24 15.4%

15  6.6%
15
15

10 4.5%

10 3.9%

1 3.0%

1" 2.7%

24 4.5%

12 4.7%

20 7.9%

8  36%

8 3.6%

8 7.7%

10 3.6%
10

147  56.3%

8 4.1%

8 71%

8 6.0%

8 7.7%

16 3.4%

48 28.3%

219 100.0%

Mean Difference
IV, Random, 95% CI [mmol/I

-0.34 [-0.87, 0.18]
-0.22 [-0.86, 0.41]
-0.20 [-0.57, 0.16]
-0.24 [0.51, 0.03]

-0.27 [-0.65, 0.10]
Not estimable

Not estimable
-0.94 [-1.50, -0.37]
-0.36 [-0.99, 0.26]
-1.11[-1.87, -0.35]
1,07 [-1.89, -0.25]
-0.21[-0.76, 0.34]
-0.78 [-1.31, -0.25]
-0.64 [-0.92, -0.35]
-0.17 [-0.82, 0.49]
-0.23 [-0.89, 0.44]
-0.29 [-0.59, 0.00]
-1.43[-2.09, -0.77]
Not estimable
-0.57 [-0.78, -0.36]

-0.93 [-1.53, -0.34]
-0.56 [-0.90, -0.22]
-0.64 [1.06, -0.21]
-0.46 [-0.75, -0.16]
-1.65 [-2.35, -0.96]
-0.75 [1.07, -0.43]

-0.57 [0.72, -0.41]

Mean Difference
IV, Random, 95% CI [mmol/I

o]

¢ |+II*|1H|| |

"mi

+
-2
Favours [miglitol]

Favours [control]

Risk of Bias
ABCDEFG




Miglitol

Control

Mean Difference

Study or Subgroup _Mean [mmol/l] SD [mmol/l] Total Mean [mmol/Il] SD [mmol/l] Total Weight IV, Random, 95% CI [mmol/l]

8.1.1 Dose 50 mg

Aoki 2007a (1) 11.082 1.243 13
Aoki 2007a (2) 11.476 1.243 13
Aoki 2007a (3) 11.082 1.599 13
Aoki 2012 9.213 2.396 12
Heinz 1989 (2) 1.925 0.196 4
Hiki 2010 (1) 8.64 1.645 "
Joubert 1986 2.025 3.295 10
Katsilambros 1986 1.481 1.07 12
Scott 1988 (1) 1.372 0.953 20
Shibata 2016 (1) 231 238 13
Shibata 2016 (2) 1.98 281 13
Ueno 2015 (1) 3.099 0.426 "
Wing 1990 4.516 25 "
Subtotal (95% Cl) 17

Heterogeneity: Tau? = 0.01; Chi? = 9.46, df = 9 (P = 0.40); I = 5%
Test for overall effect: Z=9.72 (P < 0.00001)

8.1.2 Dose >50 mg

Dimitriadis 1991 (1) 0.689 114 12
Dimitriadis 1991 (2) 0.084 0996 12
Heinz 1989 (3) 2238 0688 4
Heinz 1989 (4) 1.575 0442 4
Heinz 1989 (5) 2.379 03 4
Kingma 1992 (1) 1.126 1705 18
Kingma 1992 (2) 1.436 2021 18
Kingma 1992 (3) 1.82 1505 18
Scott 1988 (2) 074 0869 20
Scott 1988 (3) 0.96 0785 20
Scott 1988 (4) 0.229 0869 20
Subtotal (95% CI) 106

Heterogeneity: Tau? = 0.00; Chi? = 5.51, df = 7 (P = 0.60); I* = 0%
Test for overall effect: Z = 11.39 (P < 0.00001)

Total (95% CI) 223
Heterogeneity: Tau? = 0.07; Chi? = 22.15, df = 17 (P = 0.18); 1> = 23%
Test for overall effect: Z = 12.58 (P < 0.00001)

13.249
13.249
13.249
10.173
4.192
10.225
3.95
2429
2.601
4.74
4.74
4.388
7.318

3.034
1.855
4.758
4.192
4.758
2.467
3.719
4.562
2.601
2.601
2.601

Test for subgroup differences: Chi = 6.27, df = 1 (P = 0.01), I = 84.0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

1.775
1.775
1.775
3.358
0.9
1.745
2.816
1.311
1.009
2.66
2.66
0.513
2.876

2.275
1.376
1.838

1.838
1.578
1.841
2.076
1.009
1.009
1.009

13 4.6%
13
13
12 1.3%
4 7.0%
1 33%
10 1.0%
12 64%
20 11.7%
13 1.9%
13 0.0%
1 17.5%
1 1.4%
17 56.2%
12 32%
12 63%
4 19%
4 61%
4
18 5.3%
18 4.1%
18 4.5%
20 123%
20
20
106 43.8%

223 100.0%

Mean Difference Risk of Bias
IV, Random, 95% CI [mmol/l] ABCDEFG

-2.17 [-3.34, -0.99]
Not estimable

Not estimable
-0.96 [-3.29, 1.37]
-2.27 [-3.17, -1.36]
-1.58 [-3.00, -0.17]
-1.93[-4.61,0.76]
-0.95[-1.91, 0.01]
-1.23[-1.84, -0.62]
-2.43 [-4.37, -0.49)
-2.76 [-4.86, -0.66]
-1.29[-1.68, -0.89]
-2.80 [-5.05, -0.55]
-1.46 [-1.76, -1.17]

-2.34[-3.78, -0.91]
.77 [-2.73,-0.81]
-2.52 [-4.44, -0.60]
-2.62[-3.60, -1.63]

Not estimable
-1.34[-2.41, -0.27]
-2.28 [-3.55, -1.02]
-2.74-3.93, -1.56]
-1.86 [-2.44, -1.28]

Not estimable

Not estimable
2,05 [-2.41, -1.70]

177 [-2.05, 1.50]

¢

4 2
Favours [miglitol]

0 2 4
Favours [control]

Supplementary Figure 1f. Forest plot of miglitol studies on mean postprandial glucose response levels in individuals with

diabetes.



Miglitol Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup _Mean [pmol/l] SD [pmol/l] Total Mean [pmol/l] SD [pmol/l] Total Weight 1V, Random, 95% CI [pmol/l 1V, Random, 95% CI [pmol/I] ABCDEFG
7.2.1 Dose <50 mg

Kennedy 1987 (1) 147 14.14 8 196.8 93.34 8  4.8% -49.80 [-115.22, 15.62] - ®@e
Lembcke 1991a (1) 83.33 47.14 8 70 66 8 5.5% 13.33 [-42.87, 69.53] T ®e
Lembcke 1991a (4) 30 18.86 8 66.67 37.711 8 7.9% -36.67 [-65.89, -7.45] .l [ 1]
Subtotal (95% CI) 24 24 18.2% -26.84 [-58.93, 5.26] L

Heterogeneity: Tau? = 259.40; Chi? = 2.83, df = 2 (P = 0.24); I> = 29%

Test for overall effect: Z = 1.64 (P = 0.10)

7.2.2 Dose 50 mg

Aoki 2007b (1) 194.97 85.59 15 332.67 167.31 15 3.1% -137.70 [-232.80, -42.60] -

Aoki 2007b (2) 164.83 70.1 15 332.67 167.31 15 Not estimable

Aoki 2007b (3) 120.6 54.48 15 332.67 167.31 15 Not estimable

Aoki 2010 (1) 209.2 140.62 10 397.2 269.95 10 1.0% -188.00 [-376.65, 0.65] -

Aoki 2010 (2) 194.27 97.82 10 351.43 168.23 10 2.2% -157.16 [-277.77, -36.55] -

Aoki 2014 (1) 193.04 189.93 11 474.44 377.38 1" 0.6% -281.40[-531.06,-31.74] —

Aoki 2014 (2) 137.07 88.67 11 357.59 230.69 1" 1.6% -220.52 [-366.57, -74.47] I

Arakawa 2008 (1) 166.38 75.85 24 222.43 862 24 6.4% -56.05 [-101.99, -10.11] -

Joubert 1985 4.63 3.03 12 17.07 8.3 12 95% -12.44 [-17.44, -7.44] 1

Kaku 2012 85.07 54.04 20 165.17 8163 20 6.7% -80.10 [-123.00, -37.20] - ®

Kennedy 1987 (2) 120.6 14.71 8 169.8 83.16 8 5.3% -49.20 [-107.72, 9.32] ]

Lembcke 1991a (2) 46.67 37.71 8 70 66 8 58% -23.33 [-76.00, 29.34] -T

Lembcke 1991a (5) 26.67 18.86 8 66.67 37.711 8 7.9% -40.00 [-69.22, -10.78] Nl

Subtotal (95% CI) 137 137 50.1% -67.61 [-99.11, -36.10] +

Heterogeneity: Tau? = 1486.10; Chi? = 43.96, df = 10 (P < 0.00001); I = 77%

Test for overall effect: Z = 4.21 (P < 0.0001)

7.2.3 Dose >50 mg

Lembcke 1990 (1) 17.87 28.96 8 112.67 74.83 8 55% -94.80 [-150.40, -39.20] -

Lembcke 1990 (2) 11.16 16.67 8 69.59 41.43 8 78% -58.43 [-89.38, -27.48] -

Lembcke 1991a (3) 3.33 9.43 8 70 66 8  6.4% -66.67 [-112.87, -20.47] -

Lembcke 1991a (6) 10 18.86 8 66.67 37.711 8 7.9% -56.67 [-85.89, -27.45] -

Renard 1991 147.05 82.6 16 275.45 131.4 6 4.1% -128.40 [-204.45, -52.35] I

Subtotal (95% CI) 48 48  31.7% -67.04 [-85.55, -48.52] +

Heterogeneity: Tau? = 26.80; Chi? = 4.24, df = 4 (P = 0.37); I?= 6%

Test for overall effect: Z=7.10 (P < 0.00001)

Total (95% CI) 209 209 100.0% -60.44 [-80.71, -40.17] [

Heterogeneity: Tau? = 1123.94; Chiz = 80.84, df = 18 (P < 0.00001); I2 = 78% _5500 _2550 5 2&’30 550

Test for overall effect: Z = 5.84 (P < 0.00001)

Test for subgroup differences: Chi? = 4.87, df = 2 (P = 0.09), I* = 58.9%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours [miglitol] Favours [control]

Supplementary Figure 1g. Forest plot of miglitol studies on mean postprandial insulin response levels in individuals without
diabetes.

Miglitol Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [pmol/l] SD [pmol/l] Total Mean [pmol/l] SD [pmol/l] Total Weight IV, Random, 95% CI [pmol/l] 1V, Random, 95% CI [pmol/l] ABCDEFG

8.2.1 Dose 50 mg

Aoki 2007a (1) 121 88.34 13 160.6 15059 13 0.8% -39.60 [-134.51, 55.31] —
Aoki 2007a (2) 149.07 80.52 13 160.6 15059 13 Not estimable

Aoki 2007a (3) 128.9 7788 13 160.6 15059 13 Not estimable

Aoki 2012 234.99 40563 12 281.23 57146 12 0.0% -46.24 [-442.74, 350.26]

Heinz 1989 (2) 26.25 1275 4 26.25 15 4 11.1% 0.00 [-19.29, 19.29] 1
Hiki 2010 (1) 147.25 6845 11 251.6 9525 11 1.5% -104.35 [-173.67, -35.03] —
Joubert 1986 50.6 5337 10 77.9 7118 10 2.3% 27.30 [-82.44, 27.84] -
Scott 1988 (1) %27 5221 20 96.64 5706 20 52% -3.94 [-37.84, 29.96] T
Shibata 2016 (1) 7227 5632 13 1174 8371 13 23% -44.83 [-99.67, 10.01] —
Shibata 2016 (2) 64.23 5023 13 1171 8371 13 0.0% -52.87 [-105.94, 0.20]

Ueno 2015 (1) 117.89 2787 11 167.25 4297 11 62% -49.36 [-79.63, -19.09] -
Subtotal (95% Cl) 94 94 29.5% -30.22 [-54.65, -5.79] 4

Heterogeneity: Tau? = 546.37; Chi? = 15.31, df =7 (P = 0.03); I* = 54%
Test for overall effect: Z = 2.42 (P = 0.02)

8.2.2 Dose >50 mg

Heinz 1989 (3) 9.35 75 4 13.35 99 4 163% -4.00 [-16.17, 8.17]
Heinz 1989 (4) 237 15 4 26.25 15 4 102% 2.55[-23.34, 18.24] -
Heinz 1989 (5) 11.78 795 4 13.35 99 4 16.0% -1.57 [-14.01, 10.87]

Kingma 1992 (1) 71.33 5038 18 70.55 32 18 7.1% 0.78 [-26.79, 28.35] T
Kingma 1992 (2) 57.08 3942 18 74.95 3434 18 85% -17.87 [-42.02, 6.28] -
Kingma 1992 (3) 7095 479 18 78.06 3679 18 714% 7.11[-34.73, 20.51] -+
Scott 1988 (2) 75.96 5099 20 96.64 57.06 20 53% 20,68 [-54.22, 12.86] -
Scott 1988 (3) 64.31 5221 20 96.64 57.06 20 Not estimable

Scott 1988 (4) 63 5221 20 96.64 57.06 20 Not estimable

Subtotal (95% Cl) 86 86 70.5% 4.84 [11.78, 2.11]

Heterogeneity: Tau? = 0.00; Chi? = 2.49, df = 6 (P = 0.87); I’=0%
Test for overall effect: Z = 1.37 (P = 0.17)

Total (95% Cl) 180 180 100.0% -11.09 [-19.88, -2.30]
Heterogeneity: Tau? = 84.99; Chi? = 21.26, df = 14 (P = 0.10); I* = 34%
Test for overall effect: Z = 2.47 (P = 0.01)

Test for subgroup differences: Chi? = 3.84, df = 1 (P = 0.05), I* = 73.9%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

. . . .
500 250 0 250 500
Favours [miglitol] Favours [control]

Supplementary Figure 1h. Forest plot of miglitol studies on mean postprandial insulin response levels in individuals with
diabetes.



Voglibose Control Mean Difference Mean Difference Risk of Bias

Study or Subgrou, Mean [mmol/l] SD [mmol/l] Total Mean [mmol/l] SD [mmol/l] Total Weight IV, Random, 95% CI [mmol/l IV, Random, 95% CI [mmol/l] AB
Aoki 2009 (1) 6.142 0.934 16 6.608 1.133 16 19.9% -0.47 [-1.19, 0.25] 1

Hiki 2010 (2) 10.03 1.765 1" 10.225 1.745 " 4.8% -0.20 [-1.66, 1.27] — @e
Kagayama 1997 (4) 5.578 0.645 20 5.644 0.757 20 Not estimable .
Kageyama 1997 (3) 5.547 0.869 20 5.644 0.757 20 40.4% -0.10 [-0.60, 0.41] —a— @®
Kageyama 2000 (2) 6.166 0613 12 6.666 074 12 34.9% -0.50 [-1.04, 0.04] —— ®
Total (95% Cl) 59 59 100.0% -0.32 [-0.64, 0.01] L ¢

Heterogeneity: Tau? = 0.00; Chi? = 1.36, df = 3 (P = 0.72); I2= 0% ‘ t t

1 1 t
-2 -1 0 1 2

Test for overall effect: Z = 1.93 (P = 0.05) Favours [Voglibose] Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Supplementary Figure 1i. Forest plot of voglibose studies on mean postprandial glucose response levels.

Voglibose Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup _ Mean [pmol/Il] SD [pmol/l] Total Mean [pmol/l] SD [pmol/l] Total Weight 1V, Random, 95% CI [pmol/l] 1V, Random, 95% CI [pmol/l] ABCDEFG
Aoki 2009 (1) 226.9 116.93 16 267.83 144.93 16 25.5% -40.93 [-132.18, 50.32] "
Aoki 2009 (2) 235.1 112.27 16 267.83 144.93 16 Not estimable
Goke 1995 (1) 240.97 178.97 12 310.93 233.33 12 7.7% -69.96 [-236.34, 96.42] - 1
Goke 1995 (2) 206.97 122.97 12 310.93 233.33 12 Not estimable
Goke 1995 (3) 139.97 42 12 310.93 233.33 12 Not estimable
Goke 1995 (4) 105.97 35 12 310.93 233.33 12 Not estimable
Hiki 2010 (2) 244.15 102.4 11 251.6 95.25 1 31.1% -7.45[-90.10, 75.20] -
Kagayama 1997 (4) 277.8 167.71 20 3213 171.73 20 Not estimable
Kageyama 1997 (3) 289.2 159.66 20 3213 17173 20 20.1% -32.10 [-134.87, 70.67] —
Kageyama 2000 (2) 366.9 148.71 12 406.8 143.41 12 15.6% -39.90 [-156.79, 76.99] R
Total (95% Cl) 7 71 100.0% -30.80 [-76.90, 15.30] L
Heterogeneity: Tau? = 0.00; Chi? = 0.59, df = 4 (P = 0.96); I = 0% _2500 + o (:)o 250

Test for overall effect: Z = 1.31 (P = 0.19) Favours [Voglibose] Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Supplementary Figure 1j. Forest plot of voglibose studies on mean postprandial insulin response levels.



Emiglitate Control Mean Difference Mean Difference

Risk of Bias
ABCDEFG

Study or Subgroup _Mean [mmol/l] SD [mmol/l] Total Mean [mmol/l] SD [mmol/l] Total Weight IV, Random, 95% CI [mmol/l] 1V, Random, 95% CI [mmol/I]

Kennedy 1987 (3) 0.622 0.22 7 0.771 0.264 7 326% -0.15[-0.40, 0.11] —

Kennedy 1987 (4) 0.572 0.235 8 0.788 0.283 8 32.5% -0.22[-0.47, 0.04] —

Lembcke 1991b (1) 0.083 0.182 8 0.723 0.476 8 24.4% -0.64 [-0.99, -0.29] —

Lembcke 1991b (2) 0.001 0.189 8 0.723 0.476 8  0.0% -0.72[-1.08, -0.37]

Lembcke 1991b (3) 0.095 0.237 8 0.723 0.476 8  0.0% -0.63[-1.00, -0.26]

Lembcke 1991b (4) 0.789 0.534 8 0.733 0.795 8 10.5% 0.06 [-0.61, 0.72] e
Lembcke 1991b (5) 0.706 0.365 8 0.733 0.795 8  0.0% -0.03 [-0.63, 0.58]

Lembcke 1991b (6) 0.069 0.317 8 0.733 0.795 8  0.0% -0.66 [-1.26, -0.07]

Total (95% CI) 31 31 100.0% -0.27 [0.51, -0.03] >
Heterogeneity: Tau? = 0.03; Chi? = 6.16, df = 3 (P = 0.10); I2=51% 1 _05.5 5 0?5 1

Test for overall effect: Z = 2.19 (P = 0.03) Favours [Emiglitate] Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Supplementary Figure 1k. Forest plot of emiglitate studies on mean postprandial glucose response levels.

Risk of Bias
ABCDEFG

Emiglitate Control Mean Difference Mean Difference

Study or Subgroup _Mean [pmol/l] SD [pmol/l] Total Mean [pmol/l] SD [pmol/l] Total Weight IV, Random, 95% CI [pmol/l 1V, Random, 95% CI [pmol/l]
Kennedy 1987 (3) 128.4 15.35 7 163.8 68.26 7 177% -35.40 [-87.23, 16.43] -7
Kennedy 1987 (4) 168 24.32 8 235.8 112.01 8 7.5% -67.80 [-147.23, 11.63] e
Lembcke 1991b (1) 13.33 18.86 8 63.33 37.71 8 55.6% -50.00 [-79.22, -20.78] R
Lembcke 1991b (2) 6.67 9.43 8 63.33 37.71 8 0.0% -56.66 [-83.60, -29.72]
Lembcke 1991b (3) 3.33 9.43 8 63.33 37.71 8 0.0% -60.00 [-86.94, -33.06]
Lembcke 1991b (4) 50 28.28 8 76.67 66 8 19.2% -26.67 [-76.43, 23.09] —T
Lembcke 1991b (5) 30 18.86 8 76.67 66 8 0.0% -46.67 [-94.24, 0.90]
Lembcke 1991b (6) -3.33 18.86 8 76.67 66 8 0.0% -80.00 [-127.57, -32.43]
Total (95% Cl) 31 31 100.0% -44.28 [-66.07, -22.49] L 2

. . | | | |
Heterogeneity: Tau? = 0.00; Chi? = 1.08, df = 3 (P = 0.78); I> = 0% _2'00 _1'00 0 1(’)0 2(')0

Test for overall effect: Z = 3.98 (P < 0.0001) Favours [experimental] Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Supplementary Figure 1l. Forest plot of emiglitate studies on mean postprandial insulin response levels.




Supplementary Table 1a: Characteristics of Study Comparisons for Acarbose

Timing
(compari?;;?:' treference) Ref Study Design | Randomised | N I;Ite;ll:: Dose bef‘?)-re; Meal test Carbs (g) Dl;:itr:;m PPG | PPI
1-with)
Arakawa 2008 (2) (1) | cross-over yes 24 |no DM 100 mg 0 mixed meal 56.5 240 yes yes
Aziz 2013 (1) (2) |cross-over unk 13 |no DM 50 mg 0 sucrose 70 180 yes no
Aziz 2013 (2) (2) |cross-over unk 13 |noDM | 100 mg 0 sucrose 70 180 yes |no
Caspary 1978 (3) |cross-over yes 7 no DM 200 mg 1 sucrose 100 180 yes no
Ceriello 1996 (4) | cross-over yes 17 |DM 100 mg 0 mixed meal 45.6 240 yes |yes
Chen 2016 (5) |cross-over no 12 |DM 100 mg 1 carb meal 68.5 120 yes yes
Debeljak 2016 (6) | cross-over yes 31 |noDM 50 mg 1 carb meal 50 120 yes no
Deleon 2002 (1) (7)  |cross-over partially 10 |DM 25mg 1 mixed meal 61 120 yes yes
Deleon 2002 (2) (7) | cross-over partially 10 |DM 50 mg 1 mixed meal 61 120 yes yes
Deleon 2002 (3) (7) | cross-over partially 10 |DM 100 mg 1 mixed meal 61 120 yes yes
Dimitriadis 1982 (8) |cross-over unk 6 |NoDM |100mg 0 mixed meal 79 240 yes |yes
Enc 2001 (1) (9) |cross-over yes 14 | No DM 100 mg 1 mixed meal 72.6 180 yes yes
Enc 2001 (2) (9) |cross-over yes 12 |No DM 100 mg 1 sucrose 50 120 yes yes
Frank 1998 (1) (10) | cross-over yes 20 |DM 100 mg 1 mixed meal 60 210 yes no
Frank 1998 (2) (10) |cross-over yes 20 |DM 100 mg 1 mixed meal 40 120 yes | no
Frati Munari 1998 (1) (11) |cross-over yes 12 |DM 200 mg 0 carb meal 50 180 yes yes
Frati Munari 1998 (2) (11) |cross-over yes 10 |no DM 200 mg 0 carb meal 50 180 yes yes
Gentilcore 2005 (12) |cross-over yes 8 no DM 100 mg 1 sucrose 100 210 yes yes
Hermanns 2004 (13) |cross-over yes 30 |DM 100 mg 1 mixed meal 53.5 240 yes no
Hillebrand 1979a (1) (14) | cross-over yes 12 |noDM 75 mg 0 mixed meal 90 180 yes yes
Hillebrand 1979a (2) (14) | cross-over yes 12 |no DM 150 mg 0 mixed meal 90 180 yes yes
Hillebrand 1979a (3) (14) | cross-over yes 12 |no DM 300 mg 0 mixed meal 90 180 yes yes
Hillebrand 1979b (1) (15) | cross-over yes 24 |no DM 50 mg 0 mixed meal 111 180 yes yes
Hillebrand 1979b (2) (15) | cross-over yes 24 | no DM 100 mg 0 mixed meal 111 180 yes yes




(14)

Hillebrand 1979b (3) cross-over yes 24 |no DM 200 mg 0 mixed meal 111 180 yes yes
Hopfner 1997 (1) (16) | cross-over yes 24 |no DM 100 mg 0 sucrose 75 240 yes yes
Hopfner 1997 (2) (16) |cross-over yes 24 |no DM 100 mg 0 sucrose 75 240 yes yes
Hucking 2005 (17) | cross-over yes 10 |DM 100 mg 1 mixed meal 72.4 360 yes |yes
Jenkins 1979 (1) (18) |cross-over yes 8 |noDM 50 mg 0 mixed meal 85 120 yes yes
Jenkins 1979 (2) (18) |cross-over yes 8 |noDM 50 mg 0 mixed meal 85 120 yes yes
Jenney 1993 (19) |cross-over unk 5 DM 25mg 1 mixed meal 75 120 yes yes
Kado 1998 (20) | cross-over no 20 |DM 100 mg 0 mixed meal 31.8 180 yes yes
Kageyama 1997 (1) (21) |cross-over yes 20 |no DM 50 mg 0 mixed meal 82.4 120 yes yes
Kageyama 1997 (2) (21) |cross-over yes 20 |no DM 100 mg 0 mixed meal 82.4 120 yes yes
Kageyama 2000 (1) (22) |cross-over yes 12 |no DM 100 mg 0 mixed meal 82.4 120 yes yes
Koytchev 2009 (1) (23) |cross-over yes 12 |no DM 50 mg 1 sucrose 50 120 yes no
Koytchev 2009 (2) (23) |cross-over yes 12 |noDM 200 mg 1 sucrose 50 120 yes no
Koytchev 2009 (3) (23) |cross-over yes 12 |no DM 50 mg 1 carb meal 50 120 yes no
Koytchev 2009 (4) (23) |cross-over yes 12 |no DM 200 mg 1 carb meal 50 120 yes no
Kusunoki 2013 (24) | cross-over no 10 |DM 100 mg 0 mixed meal 56.5 180 yes yes
Lee 2012 (1) (25) | cross-over no 5 no DM 200 mg 1 sucrose 100 180 yes no
Lee 2012 (2) (25) | cross-over no 33 |no DM 200 mg 1 sucrose 100 180 yes no
Lee 2012 (3) (25) | cross-over no 33 |noDM 200 mg 1 sucrose 100 180 yes no
Lettieri 1998 (26) | cross-over yes 37 |DM 100 mg 1 mixed meal unk 120 yes no
O'Dea 1985 (1) (27) | cross-over yes 6 |noDM 12.5mg 1 carb meal 71.3 180 yes yes
O'Dea 1985 (2) (27) | cross-over yes 6 |noDM 25mg 1 carb meal 71.3 180 yes yes
O'Dea 1985 (3) (27) | cross-over yes 6 |noDM 50 mg 1 carb meal 71.3 180 yes yes
Ogawa 2004 (28) |cross-over no 40 |DM 100 mg 1 mixed meal 41.7 360 yes yes
Rabasa-Lhoret 2001 (29) |cross-over yes 7 DM 100 mg 1 mixed meal 75 90 yes no
Rosak 2002 (1) (30) | parallel yes 22 |DM 100 mg 1 mixed meal 53.5 240 yes |yes
Rosak 2002 (2) (30) |parallel yes 21 |DM 100 mg 1 standard meal |53.5 240 yes |yes
Seifarth 1998 (31) |cross-over yes 11 |DM 100 mg 1 sucrose 100 360 yes yes
Shibao 2007 (32) |cross-over yes 13 |no DM 100 mg 0 mixed meal 42.3 90 yes yes




(33)

Shimabukuro 2006 cross-over yes 14 |DM 100 mg 0 mixed meal 57.8 240 yes yes
Tamasawa 2015 (34) | cross-over no 16 |DM 100 mg 0 mixed meal Unk 300 yes no
Taylor 1982 (1) (35) |cross-over yes 4 |noDM 50 mg 1 Sucrose/starch | 55%E 120 yes no
Taylor 1982 (2) (35) |cross-over yes 4 |noDM |50mg 1 carb meal 55%E 120 yes |no
Taylor 1982 (3) (35) |cross-over yes 4 |noDM 50 mg 1 carb meal 55%E 120 yes no
Ueno 2015 (2) (36) |cross-over yes 11 |DM 100 mg 0 mixed meal 71.4 180 yes |yes
Uttenthal 1986 (37) |cross-over yes 17 |DM 100 mg 1 mixed meal 87 240 yes no
Uttenthal 1987 (1) (38) | cross-over yes 5 no DM 50 mg 1 mixed meal 87 240 no yes
Uttenthal 1987 (2) (38) |cross-over yes 5 |noDM |100mg 1 mixed meal 87 240 no yes
Uttenthal 1987 (3) (38) |cross-over yes 5 no DM 200 mg 1 mixed meal 87 240 no yes
Uttenthal 1987 (4) (38) |cross-over yes 5 no DM 400 mg 1 mixed meal 87 240 no yes
Wachters-H. 2007 (39) |cross-over unk 7 |noDM 12.5mg 1 carb meal 45.4 120 yes yes
Walton 1979 (40) | cross-over no 7 DM 100 mg 1 standard meal |unk 120 yes no
Yuhong 2014 (41) |cross-over yes 18 |no DM 50 mg 0 Mixed meal 104 180 yes yes
Zulkarnain 2009 (42) | cross-over no 12 |no DM 50 mg 0 carb meal 80 180 yes no
Supplementary Table 1b: Characteristics of Study Comparisons for Miglitol
Timing
Study Design 0- .
Author ref (crosZ—overgor Randomised | N Health Dose be(fore; Meal test Carbs (g) Dura.t|on PPG | PPI
parallel) status 1-with; (min)
2-after)

Aoki 2007a (1) (43) | cross-over unk 13 |DM 50 mg 0 | mixed meal Unk 180 |yes yes
Aoki 2007a (2) (43) | cross-over unk 13 |DM 50 mg 2 | mixed meal Unk 180 |yes yes
Aoki 2007a (3) (43) | cross-over unk 13 |DM 50 mg 2 | mixed meal Unk 180 |yes yes
Aoki 2007b (1) (44) | cross-over yes 15 |no DM 50 mg 0| mixed meal 84.6 180 | yes yes
Aoki 2007b (2) (44) | cross-over yes 15 |no DM 50 mg 2 | mixed meal 84.6 180 | yes yes




Aoki 2007b (3) cross-over yes no DM 50 mg mixed meal 84.6 180 | yes yes
Aoki 2010 (1) ) |cross-over yes no DM 50 mg 0| mixed meal 121.5 180 | yes yes
Aoki 2010 (2) 45) | cross-over yes no DM 50 mg 0| mixed meal 121.5 180 | yes yes
Aoki 2012 46) | cross-over no DM 50 mg 0 | mixed meal 121.5 240 | yes yes
Aoki 2014 (1) cross-over yes no DM 50 mg 0| mixed meal 125 120 |yes yes
Aoki 2014 (2) 4 cross-over yes no DM 50 mg 0 | mixed meal 125 120 | yes yes
Arakawa 2008 (1) cross-over yes no DM 50 mg 0 | mixed meal 56.5 240 | yes yes
Dimitriadis 1991 (1) ( cross-over yes DM 100 mg 0| mixed meal 47.3 300 | yes no
Dimitriadis 1991 (2) (48) | cross-over yes DM 100 mg 0| mixed meal 47.3 300|yes |no
Heinz 1989 (1) (49) | cross-over no DM 25mg unk mixed meal 50 240 |yes |yes
Heinz 1989 (2) (49) | cross-over no DM 50 mg unk mixed meal 50 240 |yes |yes
Heinz 1989 (3) (49) | cross-over no DM 75 mg unk mixed meal 50 240 | yes yes
Heinz 1989 (4) (49) | cross-over no DM 100 mg unk mixed meal 50 240 | yes yes
Heinz 1989 (5) (49) |cross-over no DM 200 mg unk mixed meal 50 240 | yes yes
Hiki 2010 (1) (50) | cross-over yes DM 50 mg 0| mixed meal 56.5 120|yes |yes
Joubert 1985 (51) |cross-over yes no DM 50 mg 1| Carb meal 56 180 |yes yes
Joubert 1986 (52) | cross-over yes DM 50 mg 1| Carb meal 56 180 |yes yes
Kaku 2012 (53) |cross-over yes no DM 50 mg 0| mixed meal 75 180 | yes yes
Katsilambros 1986 (54) | cross-over unk DM 50 mg 1 | mixed meal 34.4 180 |yes no
Kennedy 1987 (1) (55) | cross-over yes no DM 25mg 1 | mixed meal 101.3 180 | yes yes
Kennedy 1987 (2) (55) |cross-over yes noDM |50 mg 1| mixed meal 101.3 180|yes |yes
Kingma 1992 (1) (56) | parallel yes DM 100 mg 1 | mixed meal 62.7 210 | yes yes
Kingma 1992 (2) (56) | parallel yes DM 100 mg 1 | mixed meal 62.2 210 | yes yes
Kingma 1992 (3) (56) | parallel yes DM 100 mg 1| mixed meal 65.3 210 |yes yes
Lembcke 1990 (1) (57) | parallel yes no DM 100 mg 0 | sucrose 50 240 | yes yes
Lembcke 1990 (2) (57) | parallel yes no DM 100 mg 0| starch 50 240 |yes yes
Lembcke 1991a (1) (58) | cross-over yes no DM 25mg 0 | sucrose 50 180 |yes yes
Lembcke 1991a (2) (58) | cross-over yes no DM 50 mg 0 | sucrose 50 180 |yes yes
Lembcke 1991a (3) (5 cross-over yes no DM 100 mg 0 | sucrose 50 180 |yes yes




(93]

8) |cross-over

Lembcke 1991a (4) ( yes 8 no DM 25 mg 0| starch 50 180 | yes yes
Lembcke 1991a (5) (58) | cross-over yes 8 no DM 50 mg 0| starch 50 180 |yes yes
Lembcke 1991a (6) (58) | cross-over yes 8 no DM 100 mg 0| starch 50 180 |yes yes
Masuda 2011 (1) (59) | cross-over yes 10 |noDM |50 mg 0| mixed meal 121.5 180 |yes [no
Masuda 2011 (2) (59) | cross-over yes 10 |noDM |50 mg 2 | mixed meal 121.5 180 |yes [no
Renard 1991 (60) | cross-over yes 16 |no DM 100 mg 1| sucrose 75 120 | yes yes
Scott 1988 (1) (61) | cross-over yes 20 (DM 50 mg 1 | mixed meal 75 240 | yes yes
Scott 1988 (2) (61) |cross-over yes 20 (DM 100 mg 1 | mixed meal 75 240 | yes yes
Scott 1988 (3) (61) | cross-over yes 20 |DM 150 mg 1 | mixed meal 75 240 |yes |yes
Scott 1988 (4) (61) | cross-over yes 20 |DM 200 mg 1 | mixed meal 75 240 |yes |yes
Shibata 2016 (1) (62) | Cross-over Partial 13 |DM 50 mg 0 | Mixed meal 108 180 | Yes Yes
Shibata 2016 (2) (62) | Cross-over partial 13 |DM 50 mg 1| Mixed meal 108 180 |yes Yes
Ueno 2015 (1) (36) |cross-over yes 11 |DM 50 mg 0| mixed meal 71.4 180 | yes yes
Wing 1990 (63) |cross-over yes 11 |DM 50 mg 1| mixed meal 45 180 | yes no
Supplementary Table 1c: Characteristics of Study Comparisons for Voglibose
Timing
Author ref | Study Design |Randomised N Health Dose (0- Meal test | Carbs (g) Dura.tion PPG PPI
status before; (min)
1-with)

Aoki 2009 (1) (64) | cross-over yes 16 noDM |0.3mg 0| mixed meal 180 | yes yes

Aoki 2009 (2) (64) | cross-over yes 16 noDM |0.3mg 2 | mixed meal 180 | yes yes

Goke 1995 (1) (65) | parallel yes 12 noDM |0.5mg 1 | mixed meal 111 180 | yes yes

Goke 1995 (2) (65) | parallel yes 12 noDM |1.0 mg 1 | mixed meal 111 180 | yes yes

Goke 1995 (3) (65) | parallel yes 12 noDM |[2.0mg 1 | mixed meal 111 180 | yes yes

Goke 1995 (4) (65) | parallel yes 12 noDM |5.0 mg 1 | mixed meal 111 180 | yes yes

Hiki 2010 (2) (50) | cross-over yes 11 DM 0.3mg 0 | mixed meal 56.5 120 | yes yes




Kageyama 1997 (3) (21) | cross-over yes 20 noDM |0.2mg mixed meal 82.4 120 | yes yes
Kageyama 1997 (4) (21) | cross-over yes 20 noDM |0.3mg mixed meal 82.4 120 | yes yes
Kageyama 2000 (2) (22) | cross-over yes 12 noDM |0.3mg mixed meal 82.4 120 | yes yes
Supplementary Table 1d: Characteristics of Study Comparisons for Emiglitate

Timing

Author ref Stu'cly Randomised N minus | Health Dose (0- Meal test Carbs Dura'tion PPG PPI
Design dropout | status before; (g) (min)

1-with)
Kennedy 1987 (3) (55) | cross-over |yes 7 noDM |[10mg |1 mixed meal {101.3 |180 yes yes
Kennedy 1987 (4) (55) | cross-over |yes 8 noDM |20 mg 1 mixed meal |101.3 180 yes yes
Lembcke 1991b (1) (66) |cross-over |yes 8 noDM |[10mg |O sucrose 50 180 yes yes
Lembcke 1991b (2) (66) |cross-over |yes 8 noDM ([(20mg |O sucrose 50 180 yes yes
Lembcke 1991b (3) (66) |cross-over |yes 8 noDM [40mg |O sucrose 50 180 yes yes
Lembcke 1991b (4) (66) | cross-over |yes 8 noDM |10mg |O starch 50 180 yes yes
Lembcke 1991b (5) (66) | cross-over |yes 8 noDM |20mg |O starch 50 180 yes yes
Lembcke 1991b (6) (66) |cross-over |yes 8 noDM |40mg |O starch 50 180 yes yes




Supplementary Table 2: Absolute and Relative Effects of Acarbose and Miglitol on PPG and PPI by Diabetes State by Fixed Effects Model

Mean PPG (mmol/I)[95%Cl]

Mean PPI (pmol/I1)[95%Cl]
2

N? No diabetes N’ Diabetes N? No diabetes N Diabetes
Acarbose
Mean difference, | 30 | -0.3[-0.3, -0.2] 22 -1.8[-1.9,-1.6]* 19 -50.6 [-56.1, -45.1] 15 | -38.1[-45.6,-30.5]*
[95% CI]
Relative change, 27 | -46.1[-48.8, -43.4] 19 -49.3 [-51.0, -47.6] 19 -67.4 [-68.6, -66.2] 15 | -39.4[-42.1, -36.6]
% [95% Cl] *
Miglitol
Mean difference, | 16 | -0.6 [-0.7, -0.5] 17 -1.6 [-1.8,-1.3]* 15 -17.7 [-22.4, -13.0] 13 | -7.4[-13.9,-0.9]*
[95% CI]
Relative change, 16 | -57.8[-61.8, -53.8] 17 -40.8 [-43.5, -38.1]* 15 -89.4 [-93.1, -85.7] 13 | -23.7[-29.2,-18.1]*

% [95% ClI]

N is the number of comparisons among non-diabetic individuals
%N is the number of comparisons among diabetic individuals
*P<0.05 for subgroup difference between no diabetes and diabetes by Chi?




Supplementary data 1: Search String

Medline via Pubmed

"Glycoside Hydrolase Inhibitors"[Mesh] OR "Acarbose"[Mesh] OR "alpha-Glucosidases"[Mesh] OR
"emiglitate" [Supplementary Concept] OR "miglitol" [Supplementary Concept] OR "voglibose"
[Supplementary Concept] OR alpha-glucosidase[tiab] OR acarbose[tiab] OR miglitol[tiab] OR
voglibose[tiab] OR emiglitate[tiab] OR glucobay[tiab] OR prandase[tiab] OR precose[tiab] OR
glyset[tiab] OR “1 deoxynojirimycin”[tiab] OR afegostat[tiab] OR camiglibose[tiab] OR
castanospermine[tiab] OR miglustat[tiab] OR neosalacinol[tiab] OR salaprinol[tiab] OR
valiolamine[tiab]

AND

"Area Under Curve"[Mesh] OR "Postprandial Period"[Mesh] OR area under curve*[tiab] OR area
under the curve[tiab] OR AUC[tiab] OR meal test*[tiab] OR postprandial[tiab] OR post-prandial[tiab]
OR post meal[tiab] OR post-breakfast[tiab] OR post-lunch[tiab] OR daytime[tiab] OR continuous
glucose monitoring[tiab] OR interstitial glucose[tiab] OR glucose profile[tiab] OR insulin profile[tiab]
AND

(intervention*[tiab] OR randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized
controlled trialsf[mh] OR random allocation[mh] OR double-blind method[mh] OR single-blind
method[mh] OR clinical trial[pt] OR clinical trials[mh] OR "clinical trial"[tw] OR ((singl*[tw] OR
doubl*[tw] OR trebl*[tw] OR trip/*[tw]) AND (mask*[tw] OR blind*[tw])) OR "latin square"[tw] OR
placebos[mh] OR placebo*[tw] OR random*[tw] OR research design[mh:noexp] OR comparative
study[pt] OR evaluation studies[pt] OR cross-over studies[mh] OR control[tw] OR controll*[tw] OR
prospectiv*[tw] OR volunteer*[tw])

AND

NOT (animals[mh] NOT humans[mh])

NOT (animal*[tiab] OR mice[tiab] OR mouse[tiab] OR rats[tiab] OR rat[tiab] OR dog[tiab] OR pig[tiab]
OR dogs[tiab] OR animal*[tiab] OR pigs[tiab])

Embase

'glycosidase inhibitor'/exp OR 'acarbose'/exp OR 'alpha glucosidase'/exp OR 'alpha-
glucosidase':ab,ti,kw OR acarbose:ab,ti,kw OR miglitol:ab,ti,kw OR voglibose:ab,ti,kw OR
emiglitate:ab,ti,kw OR glucobay:ab,ti,kw OR prandase:ab,ti,kw OR precose:ab,ti,kw OR
glyset:ab,ti,kw OR '1 deoxynojirimycin':ab,ti,kw OR afegostat:ab,ti,kw OR camiglibose:ab,ti,kw OR
castanospermine:ab,ti,kw OR miglustat:ab,ti,kw OR neosalacinol:ab,ti,kw OR salaprinol:ab,ti,kw OR
valiolamine:ab,ti,kw

AND

'area under the curve'/exp OR 'postprandial state'/exp OR ‘area under curve*’:ab,ti,kw OR ‘area
under the curve*’:ab,ti,kw OR AUC:ab,ti,kw OR ‘meal test*’:ab,ti,kw OR postprandial:ab,ti,kw OR
‘post-prandial’:ab,ti,kw OR ‘post meal’:ab,ti,kw OR ‘post-breakfast’:ab,ti,kw OR ‘post-lunch’:ab,ti,kw
OR daytime:ab,ti,kw OR ‘continuous glucose monitoring’:ab,ti,kw OR ‘interstitial glucose’:ab,ti,kw OR
‘glucose profile’:ab,ti,kw OR ‘insulin profile’:ab,ti,kw

AND

'clinical trial'/exp OR 'triple blind procedure'/exp OR 'double blind procedure'/exp OR 'single blind
procedure'/exp OR 'randomization'/exp OR 'placebo'/exp OR 'methodology'/de OR 'comparative
study'/de OR 'evaluation study'/de OR 'crossover procedure'/exp OR 'clinical trial':ab,ti,kw OR
(singl*:ab,ti,kw OR doubl*:ab,ti,kw OR trebl*:ab,ti,kw OR tripl*:ab,ti,kw AND (mask*:ab,ti,kw OR
blind*:ab,ti,kw)) OR 'latin square':ab,ti,kw OR placebo*:ab,ti,kw OR random*:ab,ti,kw OR
control:ab,ti,kw OR controll*:ab,ti,kw OR prospectiv*:ab,ti,kw OR volunteer*:ab,ti,kw

AND

'human'/de AND ('article'/it OR 'article in press'/it OR 'conference paper'/it OR 'review'/it)

AND



NOT (mice:ab,ti OR mouse:ab,ti OR rats:ab,ti OR rat:ab,ti OR dog:ab,ti OR pig:ab,ti OR dogs:ab,ti
OR animal*:ab,ti OR pigs:ab,ti)
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