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LISTS OF ABBREVIATIONS AND ACRONYMS

MACE: Major Adverse Cardiovascular Events

MH: Mantel-Haenzel

OR: Odds Ratio

RR: Relative Risk

BMI: Body Mass Index

MD: Mean Difference (weighted)

QALY: Quality Adjusted Life Years (anni di vita aggiustati per qualita)
Min: Minute

ICUR: Incremental Cost-Utility Ratio

ICER: Incremental Cost-Effectiveness Ratio

SoC: Standard of Care

T2DM: Type 2 Diabetes Mellitus

RCT: Randomized controlled trials

GRADE: Grades of Recommendation, Assessment, Development, and Evaluation
EtD: Evidence to Decision

GLP-1 RA: Glucagon-Like Peptide-1 Receptor Agonists
SGLT-2i: Sodium-Glucose coTransporter-2 inhibitors
DPP-4i: DiPeptidyl Peptidase-4 inhibitors

SU: Sulfonylureas

CCS: Charlson Comorbidity Score

WTP: willingness to pay

LDL: Low-density Lipoprotein
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CONTENT OF THE APPENDIX

This Appendix contains detailed information only on PICO modified after updating the previous
version of present guidelines and unpublished elsewhere. For unmodified PICO, please see the
already published guidelines'?.
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RECOMMENDATION # 1: THERAPEUTIC TARGETS.
1.2 HbA1c target in patients treated with drugs not inducing hypoglycemia

Figure 1 — Forest plot for trials comparing the effects of intensive glycemic control (using drugs
associated with hypoglycemia) and standard care on MACE.

Intensive Standard Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup _ Events _ Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFG
1.4.1 HDA1c<=6.5%
DURATION-8 4 23 4 233 04% 1.01 [0.25, 4.08] L L L LT 1 1]
Subtotal (95% CI) 231 233 04% 1.01 [0.25, 4.08] ———
Total events 4 4

Heterogeneity: Mot applicable
Test for overall effect: Z=0.01 (F=0.99)

1.4.2 HbA1C 6.6-T%

UKPDS 34 55 342 107 411 49% 0.54 [0.38, 0.78] e oP00000
PROACTIVE 257 2805 313 2633 13.3% 0.81 [0.68, 0.97] —— (1111 1]
REWIND 594 4943 663 4952 18.56% 0.68 [0.78, 0.99] =

Subtotal (95% CI) 7896 7996  36.8% 0.78 [0.64, 0.95] -

Total events 906 1083

Heterogeneity: Tau?= 0.02; Ghi® = 6.27, df= 2 (P = 0.04); F = B&%
Testior overall effect Z= 2.45 (P = 0.01)

1.4.3 HbA1c 7.1-7.5%

SUSTAIM-6 108 1648 146 1649  22% 0.72[0.56, 0.84] —_— LI LT T 1T 1]
Subtotal (95% CI) 1648 1649 8.2% 2[0.56, 0.94] -

Total events 108 146

Heterogeneity: Mot applicable

Testfor overall effect Z= 2.47 (P = 0.01)

1.4.4 HbA1c 7.6.8.0%

CAMNVAS 570 A7O5  A14 4345 17.8% 0.83 [0.73, 0.94] -

EXSCEL 839 7356 905 7396 206% 0.92[0.84, 1.02] -

YERTIS-CY 653 5488 327 2745 163% 1.00 [0.86, 1.15] —+

Subtotal (95% CI) 18650 14486 54.6% 0.91 [0.83, 1.00] *|

Total events 2071 1746

Heterogeneity: Tau®= 0.00; Chi*= 3.86, df= 2 (P = 0.15); F= 48%

Test for overall effect: Z=1.88 (P = 0.08)

Total (95% CI) 28425 24364 100.0% 0.85 [0.78, 0.93] *

Total events 3088 2978

Heterogeneity: Tau®= 0.01; Chi*= 14,57, df= 7 (P = 0.04); F= 52% i3 o' ; ;

Testfor overall effect: Z= 3.52 (P = 0.0004)

2
Favours [Intensive] Favours [Standard]
Testfor subgroup differences: Chi®= 4.03, df=3 (P=0.26), "= 25.6%

Figure 2 — Forest plot for trials comparing the effects of intensive glycemic control (using drugs
associated with hypoglycemia) and standard care on all-cause mortality.

Intensive Standard Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFG
1.8.1 HDA1C<=6.5% |
DURATION-8 3 2 2 232 100.0% 1.52[0.25,8.19] l r 29009000
Subtotal {95% CI) 231 233 100.0% 1.52 [0.25, 9.18]

Total events 3 2
Heterogeneity: Kot applicable
Testfor overall effect: 2= 0.46 (P = 0.65)

1.8.2 HbA1C 6.6-7.0%

UKPDE 34 a0 342 as 411 181% 062 [0.42,0.91] —
REWIND M7 4948 346 4852 457% 041 [0.78,1.07] 1
FROACTIVE 177 2605 186 2633  36.2% 086 [0.77,1.149]

Subtotal (95% CI) 7896 7996 100.0% 0.87 [0.72,1.09] S
Total events a44 621

Heterogeneity: Tau®=0.01; Chi*=4.03, df=2 (P=013); F= 50%
Testfor overall effect Z=1.48{(F=014)

1.8.3 HbA1c 7.1-7.5%

SUSTAIN-G 62 1648 60 1648 100.0% 1.04[0.72,1.49] t LT T T T T T
Subtotal {95% CI) 1648 1649 100.0% 1.04 [0.72, 1.49]
Total events 62 B0
Heterogeneity: Mot applicable
Test for overall effect Z=019 (P = 0.85)
1.8.4 HbA1c 7.6-8.0%
EXSCEL a07 7356 484 T3I9E  44.9% 0.86 [0.76, 0.93] i
CAMVAS 370 57495 312 4345 282% 0.88[0.75,1.03] —iH
WERTIS-CY 473 5499 2584 2T45  J69% 0.92[0.79,1.08] -
Subtotal (95% CI) 18650 14486 100.0% 0.88 [0.81, 0.96] L
Total events 1350 11480
Heterogeneity: Tau®=0.00; Chi*=042 df=2(P=081);, F=0%
Testfor overall effect: £=2.91 (F=0004)
t t t t
0.2 0.5 a

2
; ] Favours [Intensive] Favours [Standard]
Testfor subgroup differences: Chif=111, df=3(P=077), F=0%
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All-cause mortality
Figure 3 — Forest plot for trials comparing the effects of intensive glycemic control (using drugs
associated with hypoglycemia) and standard care on all-cause mortality.

Intensive Standard Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup  Evenis Total Events Tolal Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
1.8.1 HbA1c<=6.5%
Subtotal (95% CI) 0 0 Not estimable
Total events a 0

Heterogeneity: Not applicable
Testfor overall effect Mot applicable

1.8.2 HbA1c 6.6-7.0%

UKPDE 34 50 342 =) 411 31% 0E2[04200]
REWIND 37 4948 346 4852 18.1% 0.91[0.78,1.07] T
PROACTIVE 177 2605 186 2633 9.9% 086 [077,1.19] e
Subtotal (95% CI) 7896 7996  31.1% 0.87[0.72,1.05] -
Total events 544 621

Heterogeneity: Tau®= 0.01; Chi*= 4.03, df= 2 (P=0.13); F= 50%
Testfor overall effect Z2=1.49 (P =0.14)

1.8.3 HDA1C 7.1-7.5%

SUSTAIN-B 52 1648 60 1849 3.4% 1.04 [0.72,1.49] s — LL LT LT 1]
Subtotal (95% CI) 1648 1649 3.4% 1.04 [0.72,1.49] e
Total events 62 60

Heterogeneity: Not applicable
Testfor overall effect 2= 019 (P = 0.85)

1.8.4 HbA1C 7.6-8.0%

EXSCEL 507 7356 584 7396 290.4% 0.86 [0.76, 0.98] ——
CANYAS 7o 5798 32 4345 18.5% 0.881[0.75,1.03] T
VERTIS-CY 473 5409 254 2745 17E% 0.82[0.749, 1.08] T
Subtotal (95% CI) 18650 14486  65.5% 0.88 [0.81, 0.96] &>
Total events 1350 1150

Heterogeneity: Tau®= 0.00; Chi*= 0.42 df =2 (F=0.81);, F= 0%
Testfor overall effect: 2= 2.91 (F = 0.004)

Total (95% CI} 28194 24131 100.0% 0.89 [0.83, 0.95] &>

Total events 1956 1831

Heterogeneity: Tau®= 0.00; Chi*=5.14, df= 6 (P = 0.53), F= 0% UIS UIT 155 21
Testfor averall effect 7= 3.37 (F = 0.0008) Favours [Intensive] Favours [Standard]

Testfor subgroup differences: Chi*= 077, df= 2 (P=068), = 0%
Risk of bias leqend

(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
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GRADE evidence
Table 1
Certainty assessment Summary of findings
Relative
Study event rates (%) effect Anticipated absolute effects
Partlcu?ants Risk of . . . . Publication Ov.erall (95% C1)
(studies) bias Inconsistency Indirectness Imprecision bias certainty of
Follow up evidence With Standard With Interjswe R|§k dlfferer.lce
glycemic with Intensive
care .
control glycemic control

MACE
For HbA1c <48 mmol/mol (6.5%)

464 not not serious not very none 2100 4/231 4/233 OR 1.01

(1 RCTs) serious serious® serious LOW (1.7%) (1.7%) (0.25;4.08)

All-cause mortality
For HbA1c <48 mmol/mol (6.5%)

464 not not serious not very none o O0O 3/231 2/233 OR1.52

(1 RCTs) serious serious® serious LOW (1.3%) (0,85%) (0.25t0 9.18)
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Pharmacoeconomic evaluations

The search for pharmaeconomic studies has been updated without retrieving further studies for any of the
questions included. Please see the previous version of the guidelines2,
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RECOMMENDATION # 2: NUTRITIONAL THERAPY.
Pharmacoeconomic evaluations

The search for pharmaeconomic studies has been updated without retrieving further studies for any of the
questions included. Please see the previous version of the guidelines'?2.

2.2 Low carbohydrate vs balanced (Mediterranean) diet

Figure 4 — Effects of Mediterranean diet in comparison with other standard diets on the risk of
incident MACE.

Mediterranean Diet Control Diet Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Delgado-Lista 2022 -0.2614 0.1717 256 284 49.1% 0.77 [0.55, 1.08] - &

Estruch 2013 -0.3425 0.1688 2425 1189  50.9% 071[0.51,099] —— @

Total (95% CI) 2681 1473 100.0% 0.74 [0.58, 0.94] e

Heterogeneity: Tau? = 0.00; Chi? = 0.11, df = 1 (P = 0.74); I* = 0% t f f t
0.5 0.7 1.5 2

Test for overall effect: Z = 2.51 (P =0.01) Mediterranean Diet Control diet
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RECOMMENDATION # 3: PHYSICAL EXERCISE.

3.1. Regular physical exercise

HbA1c

Figure 5 — Forest plot for trials comparing the effects of regular physical exercise and no intervention
on HbA1lc (%) at endpoint.

Aerobic Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI G
Andrews 2011 66 0.9 246 67 09 348 60% -0.10[-0.25 0.08] ] @
Balducei 2010 67 1.1 303 712 303 57% -030[048-0132) - @
Balducci 20149 71 1.6 150 75 14 140 43% -0.40[-0.74,-0.06] - @
Byrkjeland 2015 7.2 0.8 52 74 048 62 47%  -0.20[0.49 0.09] T @
Chen 20149 71 048 36 72 08 34 41%  -010[047 027 T @
Cheung 2008 71 1.6 20 LA 17 16%  -0B0[1.45 0.29] — @
Choi 2012 6.9 0.8 38 6.9 0.7 3T 43% 0.00[0.24, 0.34] -1 @
Church 2010 73 0.7 o8 77 0B 37 54%  -0.40[062,-018] — 2@
Dede 2014 67 1 30 68 1 30 31%  -010[F061, 0.41] T ?
Ghardashi-Afousi A 2020 .8 0.8 ar a 1 aFr 38%  -1.20[1.61,-0.79] — ?
Ghalami 2021 81 1.4 14 101 1.4 12 1.0% -200[312,-088) — ?
Gulsin 2020 731 22 72141 30 25% 010051, 0.71] T @
Hangping 2014 6.7 0.9 165 68 1.2 100 49% -010[-0.37,017] T @
Jeon 2020 T2 o1 a0 R 18 24%  -010[0.72, 0.582] -1 @
Kadoglou 2007 7o 30 81 049 30 33%  -0.80[1.38,-0.432] _— ? ?
Kadoglou 2012 A 27 7811 27 28% -0B0[1.36,-0.24] 7 ?
Kadoglow 2013 Ty o1 45 78 08 24 34%  -0.10[0.85 0.39] T 9e
Kawon 2010 7 08 13 73 049 15 2.2%  -0.30[0.587 037 1 @
Magalhdes 2019 721 25 741 27 29% -020[0.74, 034 T @
Mohammadi 2022 71 04 24 TE 07 12 358%  -040[0.84, 0.04] e ?
Otten 2017 6.2 0.8 14 6.2 0.8 18 26% 0.00[-0.58, 0.58] 1 @
Rech 2018 6.7 0.4 17 73 bl 32% -060[1.09,-011] - @
Rehman_2017 73 1.4 51 8.2 14 a1 289% -080[1.44,-0.386] @
Sigal 2007 7 1.5 188 7E 14 63 36% -0.40[0.83,-0.07] - @
Stubhs 20149 TE 1.2 33 7P 12 21%  -010[0.80, 0.60] e — ?
Taheri 2020 6 0.8 79 GE 049 79 50% -0BO[0.87,-033 - @
Tessier 2000 TE 1.2 19 78 145 20 1.6%  -0.20[1.05 0.65] — @
Widanage 2022 TE 1.4 78 8.3 11 TE 3F%  -070[1.12,-0.28] _— @
Wieira 2021 7o a 7o 6B 11% 0.00[-1.06, 1.06] @
Way 2020 68 1 11 g 05 12 23%  -110[1.76,-0.44] @
Total (95% CI) 2010 1701 100.0%  -0.39 [-0.51, -0.27] +

Heterogeneity: Tau®= 0.06; Chi*= 77.57, df= 29 (P = 0.00001); F= 63% ; t

2 -1 0 1 2

Testfor overall effect Z=6.21 (P = 0.00001) Favours [Exercise] Favours [Control]

Rizk 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
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Figure 6 — Forest plot for trials comparing the effects of regular physical exercise and no intervention

on body fat (%) at endpoint.

Aerobic Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Andresws 2011 33098 146 35 8 347 214% -2.00[3.69,-0.31] e —
Choi 2012 329 6 38 353 a 37 9.8% -240[4.80,00100
Church 2010 365 7.6 63 386 7 37 T3% -210[4.88 078 E——
Dede 2015 316 8 30 345 66 30 44%  -2O0FEE1, 081 4
de Oliveira 2012 346 15 28 353 126 22 1.0%  -070[8.35 695 4 >
Jeon 2020 358 549 30 365 &4 19  50% -070[4.19 279 ]
Kadoglouy 2007 354 71 30 407 649 30 48% 530884176 &
Kiwwon 2010 328 9 13 356 ] 15  1.4%  -2.80[-9.48 388 4
Mohammadi 2022 302 21 24 313 24 12 225%  -1.10[2.759,0.458] —
Otten 2017 336 6 14 343 7 19  27%  -070[5.44,4.04]
Sigal 2007 48 46 G0 483 A6 63 165%  -0.30[2.28 1.68] .
Taheri 2020 2845 12 78 331 124 9 42% -4B0[842-078 +—————
Wieira 2021 36 14 34 11 i] i Mot estimable
Total (95% CI) 595 702 100.0% -1.79[-2.57,-1.01] <
Heterogeneity: Tau®= 0.00; ChiF=1012, df=11 (P = 0.829; F= 0% 54 52 p é j‘

Testfor overall effect: Z=4.48 (P = 0.00001}

Risk of bias legend

(A) Random seguence 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

BMI

Favours [Aerobic]

Favours [control]

Figure 7 — Forest plot for trials comparing the effects of regular physical exercise and no intervention

on BMI (Kg/m?) at endpoint.

Aerobic Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI A B
Madden 2009 299 432 17 277 4.2 12 1.3% 2.20 [-0.90, 5.30] ] L
Wigira 2021 I -] 8 29 7 6 0.3% 2.00 [-4.98, 8.99] 1 ]
Kadoglou 2007 3z 3 30 307 36 30 41% 1.30 [-0.38, 2.98] T ?7?
Cheung 2009 395 49 20 382 9.2 17 0.4% 1.30 [-4.59, 7.15] - 22
Tessier 2000 306 54 19 284 38 200 1.4% 1.20 [-1.74, 4.14] — ?7?
Jennings 2008 3.8 53 0 31.9 4.8 22 2.0% 0.30[-2.18, 2.79] ] L
Otten 2017 296 45 14 284 445 18 1.2% 0.20 [-3.08, 3.48] L1
de Oliveira 2012 301 3 k| 30 449 12 1.4% 0.10 [-2.87, 3.07] ??
Stubbs 2019 319 44 33 3.8 41 12 1.6% 0.10 [-2.66, 2.86] ®@e
Sigal 2007 342 48 188 342 48 63  5.8% 0.00 [-1.37,1.37] T @@~
Kadoglou 2013 322 31 BE 323 249 24 a.7% -0.10[-1.48,1.28] — — -1l 1
Way 2020 36 4.5 11 36.2 6.2 12 0.7% -0.20 [-4.60, 4.20]
Mohammadi 2022 LR ] 12 282 24 12 3.3% -0.40[-2.28,1.48] I —
Magalhdes 2019 301 54 53 307 44 27 22%  -0.60[-2.951.75] —
Kiwwon 2010 267 22 15 273 28 12 32%  -0.60[2.54,1.34] e
Dede 2015 30 4.5 30 309 47 30 2.3% -0.90 [-3.23,1.43] —
Jean 2020 244 27 30 253 2.4 15 4.7% -0.90 [-2.45, 0.65] 1
Kadaglau 2012 31.3 31 27323 249 27 4.8% -1.00 [-2.60, 0.60] E—
Ghardashi-Afousi A 2020 282 11 a7 284 12 37 203%  -1.20[1.72, -0.68] =
Kwon 2010a 262 23 14 274 249 12 29%  -1.20[-3.24,084] —
Church 2010 34 59 208 352 6.2 37 2E6%  -1.20[-3.35,084 —
Balducci 2018 288 49 150 301 53 150 % -1.30[-2.46,-0.14] E—
Balducei 2010 0.2 44 303 317 45 303 150% -1.40[2.11,-0.65] —_—
Gulsin 2020 33 55 22 345 54 35 1.5%  -1.50[-4.43,1.43] —
Taheri 2020 31 52 79 337 58 79 39%  -270[4.42-088]
Total {95% CI) 1467 1021 100.0% -0.79 [-1.15, -0.42] L 2
Heterageneity: Tau®= 0.10; Chi®= 27.52, df= 24 (P = 0.28); F=13% 54 _52 b é j‘

Testfor overall effect: 2= 4.26 (P = 0.0001)

Risk of bias legend
(A) Random sequence generation (selection
(B) Allocation concealment (selection bias)

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 [Exercise]

Favours [Control]
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Appendix
GRADE evidence table
Table 2
Certainty assessment Summary of findings
Participants . S Overall Relative effect Anticipated absolute effects
. Risk of . . . . Publication .
(studies) bi Inconsistency Indirectness Imprecision bi certainty of (95%, Cl)
Follow up 1as 1as evidence Control Intervention
HbA1c (%)
3711 serious? | not serious not not serious Strong OODD -0.39 Mean HbAlcat | ™MD 0.39 % lower
(30 RCT) serious association HIGH [-0.51, -.27] endpoint: 7.4 % | (from 0.51 lower to
0.27 lower)
Body fat percentage at endpoint (%)
1297 serious® | not serious not not serious Strong 12121 @) -1.79 Mean body fat MD 1.79 % lower
(13 RCT) serious association; MODERATE [-2.57, -1.01] at endpoint:: (2.57 lower to 1.01
possible 34.7% lower)
publication
bias
BMI (Kg/m?)
2488 serious® | not serious not serious® Strong COPD -0.79 Mean BMI at MD 0.8 Kg/m? lower
(25 RCT) serious association; HIGH [-1.15,-0.42] endpoint: 31.0 | (da1.1a0.4 lower)
possible Kg/m?
publication
bias

Cl: Confidence interval; MD: Mean difference; a. Randomization, allocation, and blinding procedures not adequately reported for the majority of included trials; b. Limited sample

size.
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3.2. Duration of aerobic exercise

HbAlc

Figure 8 — Forest plot for trials comparing the effects of regular aerobic physical exercise (versus no
intervention), with a duration> or <150 min/week on HbAlc (%) at endpoint.

Aerobic Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
5.7.1>=150 min
Kadoglou 2007 T2 30 81 08 30 37%  -0.90[1.38,-0.42]
Yidanage 2022 TE 15 Th 23 11 T8 44% -0T0[1.12-0.28] I
Taheri 2020 6 08 74 GE 0.9 T4 TA% -0.60[0.87 -0.33] -
Church 2010 T3 07 Zod 77 06 37 83% -040[0.62-018] -
Ealducci 2010 67 1.1 303 To12 303 91%  -0.30[048-017] -
Byrkjeland 2015 T2 08 52 74 08 B2 B.5%  -0.20 [0.49, 0.09] - T
Tessier 2000 TE 1.2 19 T8 15 20 1.8%  -0.20 [1.05, 0.65] e
Andrens 2011 BE 09 248 BT 09 348 10.0%  -010[0.25 0.04] ™
Kadoglou 2013 77O 45 T8 08 24 40%  -0.10F0.55 0.35] —T
Otten 2017 6.2 0.8 14 2 08 14 28% 0.0 [-0.58, 0.58] 1
Choi 2012 B9 0.8 38 B9 07 T ETH 000 [-0.34, 0.34] -
Gulsin 2020 T3 1A 22 T2 11 0 ZE% 040051, 0.71] 1
Subtotal (95% CI) 113 1060  65.7% -0.30 [-0.45, -0.15] L 2

Heterageneity: Tau®= 0.04; Chi*= 2863, df =11 (P=0.003); F=62%
Testfor overall effect 2= 3.90 (P = 0.0001)

5.7.2 <150 min
Rehman_2017 7314 81 82 14 51 31% -0.90[1.44,-0.36] 77
Sigal 2007 T 15 188 75 15 B3 43% -0.50[-0.83,-0.07] — @®
Balducci 2018 7116 180 TS5 1.4 150 57% -0.40[0.74,-0.08] —_— @®
Mohammadi 2022 7105 24 TS 07 12  41%  -0.40[0.84, 0.04] — 77
Magalhdes 2019 T2 01 25 T4 1 27 31%  -0.20F0.74,0.34] R @®
Dede 2015 67 1 30 B8 1 30  34%  -010F0.51,0.41] — 77
Hangping 2019 67 0.9 185 68 1.2 100 7.0% -010F0.37,0.17] —t 77
Jeon 2020 72 01 30 T3 1 18  25% -0A0F0.F2, 052 —_— 77
Yigira 2021 T 8 T 6 1.0%  0.00F1.08 1.08] — @®
Subtotal (95% CI) 671 454 343% -0.31[-0.47, 0.14] &

Heterogeneity: Tau*=0.01; Chi®= 956, df =8 (P =030}, F=16%
Testfor overall effect 2= 3.65 (P =0.0003)

Total (95% CI) 1802 1514 100.0%  -0.30 [-0.41, -0.19] [ ]
Heterageneity: Tau®= 0.03; Chi®= 38.30, df= 20 (P = 0.008); F= 48% =2 I1 o 15 é
Testfor overall effect Z=5.34 (P = 0.00001) Favours [Exercise] Favours [Control]
Testfor subgroup differences: Chi*=0.01, df=1 (FP=0.92), F=0%

Rizk 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

11



Guidelines for the treatment of type 2 diabetes.
Societa Italiana Diabetologia (SID) e dell’Associazione dei Medici Diabetologi (AMD)
Appendix

Body fat

Figure 9 — Forest plot for trials comparing the effects of regular aerobic physical exercise (versus no
intervention), with a duration> or <150 min/week on body fat (%) at endpoint.

Aerobic Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI BCDEFG
5.3.1 >= 150 min

Andrews 2011 338 148 35 8 347 2.4%  -2.00[369 -0.31] e [ 1 ]
Choi 2012 328 B 3B 353 5 37 98% -240[4.90,010 I L1 ]
Church 2010 365 76 B3 3B6 7 37 T3% -210[4.98,0.78] — 7@
Kadoglou 2007 354 7 30 407 69 30 48% -530[884, 178 —— 96
Kwon 2010 328 9 13 35H 9 15 14% -280[9.48388 — ®@®
Otten 2017 336 B 14 343 7 15 27% -0.70[-5.44, 4.04] e E— [ 1 ]
Taheri 2020 2848 12 79 331 1235 79 42% -460[842-0.78] - @
Subtotal (95% CI) 389 560 51.6% -2.56 [-3.65, -1.48] <

Heterogeneity: Tau®= 0.00; Chif= 4.53, df= 6 (P = 0.61); F= 0%
Test for overall effect: Z= 463 (P = 0.00001)

5.3.2 <150 min

Dede 2015 MNE 8 30 245 66 30 4.4% -2.90 [-6.61, 0.81] —

de Oliveira 2012 346 15 28 353 126 22 1.0% -0.70 [-8.35,6.95] -
Jeon 2020 358 59 30 365 55 15 5.0% -0.70[4.19,2.79] I
Mohammadi 2022 302 24 24 33 25 12 22.5% -1.10[-2.75,0.55] —=T
Sigal 2007 48 56 B0 483 56 B3 155% -0.30 [-2.28,1.68] —_— T
Wieira 2021 36 14 24 11 1} 0 Mot estimable

Subtotal (95% CI) 206 142  48.4%  -0.96 [-2.08, 0.16] <

Heterogeneity: Tau®= 0.00, Chi®=1.53, df= 4 (F=0.82); F=0%
Test for overall effect: £=1.68 (F = 0.09)

Total (95% CI) 545 702 100.0% -1.79 [-2.57, -1.01] &>
Heterogeneity: Tau®= 0.00; Ch#F=1012, df =11 (P=0.52); F= 0% VIR
Test for overall effect: Z= 4.49 (F =< 0.00001) Favours [Aerobic] Fa
Test for subgroup diferences: Chi®= 4.06, df=1 (F=0.04), F= 75.4%

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

+
4
ours [control]

NS

BMI

Figure 10 —Forest plot for trials comparing the effects of regular aerobic physical exercise (versus no
intervention), with a duration> or <150 min/week on BMI (Kg/m?) at endpoint.

Aerobic Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
5.2.1 >= 150 min
Balducci 2010 0.3 44 303 M7 45 303 204% -1.40[211,-0.69] —
Church 2010 34 589 208 352 6.2 ar 2.3% -1.20 [3.35, 0.95] I
Gulgin 2020 33 55 23 345 55 35 5.3% -1.50 [4.43,1.43] _
Kadoglow 2007 32 3 30 307 36 30 11.2% 1.30 [F0.38, 2.98] T
ladoglow 2012 3.3 31 27323 29 27 11.8% -1.00 F2.60, 0.60] .
Kadoglou 2013 322 21 BB 323 289 24 136% -0.10[1.48,1.28] T
Kwon 2010a 262 2.3 14 274 28 12 8.9% -1.20 [3.24, 0.84] *
Otten 2017 296 445 14 284 435 15 4.4% 0.20 [3.08, 3.48]
Taheri 2020 3 a2 T 337 58 THO109% -270[4.42,-0.98] I ——
Tessier 2000 306 54 19 294 38 20 5.2% 1.20[F1.74, 4.14] ]
Subtotal {95% CI} 782 582 100.0% -0.78 [-1.54, -0.02] <
Heterogeneity: Tau®=0.61; Chif=16.67, df=9(P=0.08); P= 46%
Test for overall effect: Z=2.01 {P = 0.04)
5.2.2 <150 min
Balducci 2019 2848 49 150 301 53 150 284% -1.30[2.46,-0.14] ——
Dede 2015 30 445 30 309 47 20 T.0% -0.90 [3.23,1.43] -1
de Oliveira 2012 301 3 31 30 449 12 4.3% 010 [2.87,3.07]
Jennings 2009 3.8 583 a0 3.5 48 22 6.1% 0.30[F2.19, 2749 —
Jean 2020 244 27 0 253 24 18 15.7% -0.90 [2.45, 0.65] 1
Magalhdes 2019 301 5.4 53 307 489 27 6.8% -0.60 [2.95,1.74] I B
hohammadi 2022 278 22 12 282 25 12 10.7% -0.40 [-2.28,1.48] T
Sigal 2007 342 48 188 342 48 63 20.2% 0.00 F1.37,1.37] I —
Wieira 2021 H 3] g 24 7 3] 0.8% 2.00[4.98, 8.98] *
Subtotal {95% CI) 552 337 100.0% -0.62 [-1.23, -0.00] <&
Heterogeneity: Tau?= 0.00; Chi*= 3.65, df= & (P = 0.88); 7= 0%
Testfor overall effect: Z2=1.97 (P = 0.05)

t t

4 2 0 2 4
. . Favours [Exercise] Favours [Control]
Testfor subgroup differences: Chi*=010, df=1 (P=0.75), F=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
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GRADE evidence

Table 3

Certainty assessment

Participants

Guidelines for the treatment of type 2 diabetes.

Societa Italiana Diabetologia (SID) e dell’Associazione dei Medici Diabetologi (AMD)

Appendix

Relative effect

Summary of findings

Anticipated absolute effects

Risk of 0 Il certainty of
(studies) :: ° Inconsistency Indirectness Imprecision Publication bias vera 'c;er ainty o (95%, Cl)
Follow up 1as evidence Control Intervention
HbA1c (%) for RCT with physical exercise < 150 min/week
1125 serious® | not serious not serious® publication bias® OO0 -0.30 - MD 0.31 lower
(9 RCT) serious VERY LOW [-0.47;-0.14] (from 0.47 lower
to 0.14 lower)
HbA1c (Kg/m?) for RCT with physical exercise >150 min/week
2191 serious® | not serious not serious® publication bias® OO0 -0.30 - MD 0.3 lower
(12 RCT) serious VERY LOW [-0.45;-0.15] (from 0.45 lower
to 0.15 lower)
Massa grassa (%) for RCT with physical exercise < 150 min/week
348 serious® | not serious not serious® publication bias® OO0 -1.20 - MD 1.2 % lower
(6 RCT) serious VERY LOW [-2.70;0.29] (from 2.7 lower to
0.3 more)
Massa grassa (%) per gli studi dii durata >150 min/ settimana
921 serious® | not serious not serious? publication bias¢ OO0 -2.56 - MD 2.56 lower
(6 RCT) serious VERY LOW [-3.65; -1.48] (3.66 lower 70
1.46 lower)
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Indice di massa corporea (Kg/m?) per gli studi dii durata <150 min/ settimana
1364 serious? | not serious not serious® publication bias® OO0 -0.78 - MD 0.78 lower
(10 RCT) serious VERY LOW [-1.54;-0.02] (1.54 lower to
0.02 lower)
Indice di massa corporea (Kg/m?) per gli studi dii durata >150 min/settimana
889 serious? | not serious not serious® publication bias® OO0 -0.62 - MD 0.62 lower
(9 RCT) serious VERY LOW [-1.23;0.0] (1.23 lower to 0)

Cl: Confidence interval; MD: Mean difference; a. Randomization, allocation, and blinding procedures not adequately reported for the majority of included trials; b. Limited sample
size; c. Funnel plot showing possible publication bias, confirmed by Egger’s test.
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3.3 Different modalities of physical exercise

HbAlc

Figure 11 — Forest plot for trials comparing the effects of combined exercise (aerobic and resistance)
and aerobic exercise on HbAlc (%) at endpoint.

Combined Aerobic Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDEFG
Bouchi 2021 72 07 72 72 06 B9 448%  0.00F02,0.21] I [(TTITTTTI]
Church 2010 7307 71 74 07 B9 394% -010[-0.33,013 200020
Kadoglou 2013 7301 22 7T 14 M 58%  -0.40[1.03,0.23 — 22227237
Sigal 2007 BE 1.5 B4 715 B0 B1%  -0.40 (093,013 — 0000
Stubhs 2019 731 11 g8 15 11 20% 0701 77,037 —_— LTl L LT B
Total (95% CI) 240 230 100.0%  -0.11 [-0.26, 0.04] 0‘

Heterogeneity: Tau?= 0.00; Chi*= 4.16, df=4 (P = 0.38); F= 4% iz 51 ] 1' é

Testfor averall effect: Z=1.40 (P = 0.16) Favours [combined] Favours [aerobic]

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
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GRADE evidence table
Table 4
Certainty assessment Summary of findings
Participants . . Relative effect Anticipated absolute effects
. Risk of . . - .. . Overall certainty of
(studies) bi Inconsistency Indirectness Imprecision Publication bias id (95%, Cl)
Follow up fas evidence Control Intervention
HbA1lc (%)
470 serious® | not serious not serious® Possible publication 100@) -0.11 Mean HbAlc at | MD 0.11 % lower
(5 RCTs) serious bias® VERY LOW [-0.26, 0.04] the end of the (from 0.26 lower
study: 7.2% to 0.4 higher)

Cl: Confidence interval; MD: Mean difference; a. Randomization, allocation, and blinding procedures not adequately reported for the majority of included trials; b. Limited sample
size; c. Funnel plot showing possible publication bias, confirmed by Egger’s test.

Pharmacoeconomic evaluations
The search for pharmaeconomic studies has been updated without retrieving further studies for any of the questions included. Please see the previous version

of the guidelines®?.
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RECOMMENDATION # 5: PHARMACOLOGICAL THERAPY.

Table 5 — New trials included after updating the previous version of guidelines (20/05/22) for
glucometabolic control.

First name Drug1l Drug 2 Trial N. N.
(Pub. year) duration patients | patients
(weeks) Drug 1 Drug 2

Buse 20203 Sitagliptin Oral semaglutide 52 98 100
Weinstock 20154 Sitagliptin Dulaglutide 104 315 304
Pfutzner 2011° Saxagliptin Metformin 76 335 328
Khaloo 2019° Sitagliptin Pioglitazone 52 125 125
Handelsman 20177 Omarigliptin Glimepiride 54 376 375
Terauchi® 2017 Sitagliptin Glimepiride 52 143 127
Jabbour 2020° Dapagliflozin Exenatide 104 230 227
Lingvay 20191° Canagliflozin Semaglutide 52 394 394
Rodbard 2019%* Empagliflozin | Semaglutide 52 410 411
Ridderstrale 2018 | Empagliflozin | Glimepiride 208 765 780
Kaku 201913 Liraglutide Degludec 52 273 271
Wang 20194 Dulaglutide Glargine 52 253 250
Zhang 2020% Exenatide Insulin 52 27 32
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HbAlc

Figure 12 — RCTs comparing different glucose-lowering agents versus other active drugs, with a
duration > of 52 weeks?®.

Network metanalysis of different glucose-lowering agents: forest plots of comparisons versus
metformin. Panel A: 52 weeks; Panel B: 2104 weeks. GLP-1 RA: Glucagon-Like Peptide-1 Receptor
Agonists; SGLT-2: Sodium-Glucose Transporter-2; Sulfonylureas include also glinides.

A Treatment WMD (95% CI)
GLP-1 RA —_— -0,25 (-0,37,-0,14)
Sulphonylureas @ 0,00 (-0,29, 0,28)
SGLT-2 inhibitors —_—T 0,06 (-0,06, 0,17)
Insulin @ 0,07 (-0,36, 0,49)
DPP-4 inhibitors —_— 0,08 (-0,05, 0,20)
Pioglitazone & 0,11 (-0,29, 0,50)
Alpha-glucosidase inhibitors @ 042 ( 0,07, 0,76)
0
WND
Consistency H: 1.55
B
Treatment WMD {95% CI)
GLP-1 RA & -0,34 (-142, 0,74)
Pioglitazone —— 0,13 (-0,07, 0,32)
SGLT-2 inhibitors —— 039 ( 0,18, 0,60}
DPP4 inhibitors O 046 (-0,06, 0,98)
Insulin —e— 0,50 ( 0,36, 0,64)
Sulphonylureas & 0,53 ( 0,01, 1,06)
- 0 1
WMD

Consistency H:1.68
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BMI

Figure 13 — Network metanalysis of different glucose-lowering agents: forest plots of comparisons
versus metformin for BMI at endpoint 1°.

Treatment WMD (95% CI)
SGLT-2 inhibitors & -0,46 (-1,97, 1,05)
GLP-1 RA & -0,01 (-1,80, 1,78)
Alpha-glucosidase inhibitors & 0,44 (-1,61, 250)
DPP-4 inhibitors & 0,64 (-0,46, 1,74)
Sulphonylureas L 4 0,97 (-0,186, 2,11)
Pioglitazone L 2 1,18 (-0,44, 2.79)
Insulin & 1,76 ( 0,30, 3,22)

22 -1.1 0 1.1 22 33
WMD

Consistency H: 2.056

Severe hypoglycemia

Figure 14 — Network metanalysis of different glucose-lowering agents: forest plots of comparisons
versus metformin for severe hypoglycemia?®.

Treatment [ OR (95% Cl)
st o 048 ( 0,15, 153)
dpp .- 062 (0,22, 1.76)
pio > 097 ( 0,18, 5.25)
alp1 L — 193 ( 043, 870)
ins —o 2,07 ( 0,08, 56,85)
su —— 266 ( 1,09, 648)
0 11.4 228 4.2 456 57
OR

Consistency H: 1.001

5.4. Pharmacoeconomic evaluations

The search for pharmaeconomic studies has been updated without retrieving further studies for any of the
questions included. Please see the previous version of the guidelines2,
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5.6. Long-acting basal analogues

EVIDENCES

This recommendation is based on results of an unpublished meta-analysis updated up to 01/05/2022.

Pubmed

("insulin detemir"[MeSH Terms] OR ("insulin"[All Fields] AND "detemir"[All Fields]) OR "insulin detemir"[All Fields]
OR "detemir"[All Fields]) OR ("insulin glargine"[MeSH Terms] OR ("insulin"[All Fields] AND "glargine"[All Fields])
OR "insulin glargine"[All Fields] OR "glargine"[All Fields]) OR ("insulin degludec"[Supplementary Concept] OR
"insulin degludec"[All Fields] OR "degludec"[All Fields]) OR aspart[All Fields] OR ("insulin lispro"[MeSH Terms] OR
("insulin"[All Fields] AND "lispro"[All Fields]) OR "insulin lispro"[All Fields] OR "lispro"[All Fields]) OR glulisine[All
Fields] AND Randomized Controlled Trial[ptyp] AND (Randomized Controlled Trial[ptyp] AND "humans"[MeSH
Terms])

Embase

'detemir'/exp  OR detemir OR 'glargine'/exp  OR glargine OR 'degludec'/exp =~ OR degludec OR 'aspart'/exp
OR aspart OR 'lispro'/exp OR lispro OR 'glulisine'/exp OR glulisine AND [embase]/lim NOT ([embase]/lim AND
[medline]/lim) AND ‘randomized controlled trial'/de AND ‘humans’/de.

Cochrane Library

Trials matching detemir or glargine or degludec or aspart or lispro or glulisine in Title Abstract Keyword - in Trials
(Word variations have been searched) [Source: The International Clinical Trial Registry Platform].
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Figure 15 — Forest plot for trials comparing the effects of long-acting basal insulin with longer vs. shorter
duration on total hypoglycemic risk.

Degludec/Glargine U300  Glargine U100 Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Goliman 2021 1 a7 20 25 34% 0.11[0.03,0.38] +—
Ji20z0 207 387 146 201 12.0% 0.41[0.28, 0,58 ¥—=——
Terauchi 2016 78 121 92 120 2.9% 0.55[0.21, 0.97] @
Riddle 2015 347 404 368 403 107% 0.58 [0.37, 0.90] I — @
Pan 2018 128 455 79 278 127% 0.76 [0.54, 1.09] e —
Bolli 2015 201 439 230 439 136% 0.77 [0.58,1.00] ]
Gough 2013 645 228 7o 228 11.4% 0.90 [0.60, 1.39] - T @
Ritzel 2018 285 a08 306 a06  13.9% 0.91[0.70,1.16] 1
Rodhard 2014 444 TP M 257 134% 111 [0.84,1.47] I e — @
Total (95% CI) 3462 2457 100.0% 0.68 [0.53, 0.88] i
Tatal events 1776 1452
Heterngeneity: Tau?= 0.10; Chi*= 3313, df = 8 (P < 0.0001); I*= 76% Pa—— T

Testior overall effect 2= 2.94 (F = 0.003) Favours [New long-acting] Favours [Glargine U100]
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

Figure 16 — Forest plot for trials comparing the effects of long-acting basal insulin with longer vs. shorter
duration on nocturnal hypoglycemic risk.

DegludeciGlargine U300  Glargine U100 Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
As0 2017 0 32 1 12 0.2% 0.12[0.00,3.10 +
Bolli 2015 78 438 103 438 11.3% 0.70[0.A1, 0.98]
Garber 2012 298 744 119 248 13.3% 0.72[0.54,0.97] .
Gough 2013 14 228 20 228 3.3% 0.68[0.33,1.38
Jiz0zo 148 397 a0 201 10.6% 0.73[052,1.03] L
Fan 2016 40 555 24 278 5.7% 079047, 1.37] N
Riddle 2015 220 404 260 403 13.7% 066 [0.50, 0.87] —_—
Ritzel 2018 101 408 112 06 12.6% 0.87 [0.65,1.18] L
Rodhard 2014 148 773 61 257 11.0% 0.83[0.59,1.16] 1
Soliman 2021 5 a7 12 25 1.2% 017 [005 058 +——
Terauchi 2016 30 121 a2 120 6.2% 0.43[026,078 +———————
Yki-Jarinen 2000 123 18 169 34 11.8% 0.85[0.40,0.749] —_—
Total (95% CI) 4553 3031 100.0% 0.69 [0.60, 0.79] -
Tatal events 1215 1024
Heterogeneity: Tau®= 0.01; Chi*=14.97, di= 11 (P = 0.18); F= 27% 015 DIT 115 )

Testfor overall effect Z= 5.44 (F < 0.00001) Favours [New long-acting] Favours [Glargine U100]
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

Figure 17 — Forest plot for trials comparing the effects of long-acting basal insulin with longer vs. shorter
duration on severe hypoglycemic risk.

Degludec/Glargine U300  Glargine U100 Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Soliman 2021 0 ar 0 25 ot estimahle
Gough 2013 o 228 o 238 Mat estimable [ ]
Ji 2020 1} 387 1 201 1.0% 017 [0.01, 4.18]
Rodbard 2014 [ 773 7 257 8.1% 0.25[0.09,084] &———— ®
FPan 2016 2 455 2 278 2.45% 0.50 [0.07,3.56] * @
Yki-Jarvinen 2000 4 s B a4 B.0% 0.66 (018,236 *
Riddle 2015 27 404 30 403 33.8% 0.88[0.52,1.53] —
Garber 2012 34 T44 11 248 20.3% 1.03[0.51, 2.07] I @
Meneghini 2020 17 1651 16 1654 209% 1.07 [0.54,2.13] e
Ritzel 2018 4 a02 3 406 4.4% 1.32[0.30,5.98] + @
Terauchi 2016 3 121 2120 3.0% 1.50[0.25,9.14] @
Total {95% CI) 5733 4234 100.0% 0.85[0.62,1.17] -
Total events 97 78
Heterageneity: Tau®= 0.00; Chi*= 6.81, df= 8 (P = 0.56); F= 0% 62 0?5 t t

2
Testfor overall effect: 2= 0.99 (P = 0.32) Favours [Mew long-acting] Favours [Glargine U100]
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 (aftrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
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Grade of evidence

Table 6

Certainty assessment Summary of findings

Participants Relative effect

Anticipated absolute effects

(studies) R:::;:f Inconsistency Indirectness Imprecision Publication bias Overael‘llii’eerrt‘ilenty i (95%, CI)
Follow up Control Intervention
Total hypoglycemia
5919 serious? not serious not serious not serious very stron DDDD OR 0.68 600 88 lower per
(9 RCT) association HIGH (0.53;0.88) per 1000 1000
(from 139 to 37
lower)
Nocturnal hypoglycemia
7584 serious® not serious not serious not serious very stron DDDD OR 0.69 338 77 lower per
(12 RCT) association HIGH (0.60a0.79) per 1.000 1.000
(from 103 to 51
lower)
Severe hypoglycemia
9967 serious® not serious | not serious not serious none S1o11@) OR 0.85 18 per 1.000 3 lower per 1.000
(11 RCT) MODERATE (0.62a1.17) (from 7 lower to 3
higher)

Cl: Confidence interval; OR: Odds Ratio; a. Randomization, allocation, and blinding procedures not adequately reported for the majority of included trials;
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Pharmacoeconomic evaluations

The search for pharmaeconomic studies has been updated without retrieving further studies for any of the
questions included. Please see the previous version of the guidelines2,
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