Lists of preferred terms

Orthostatic hypotension

Blood osmolarity increased, blood pressure ambulatory decreased, blood pressure decreased,
blood pressure diastolic decreased, blood pressure immeasurable, blood pressure orthostatic
abnormal, blood pressure orthostatic decreased, blood pressure systolic decreased, blood
pressure systolic inspiratory decreased, central venous pressure decreased, circulatory
collapse, decreased ventricular preload, diastolic hypotension, hypotension, mean arterial
pressure decreased, orthostatic heart rate response increased, orthostatic hypotension

search strategy

Embase query

#1 diabetes AND mellitus OR (type AND 2 AND diabetes) OR (type AND ii AND diabetes)
#2 sodium AND glucose AND cotransporter AND 2 AND inhibitor OR (sodium AND glucose
AND transporter AND 2 AND inhibitor*) OR (sodium AND glucose AND transporter AND i
AND inhibitor*) OR (sglt2 AND inhibitor*)

#3 canagliflozin OR dapagliflozin OR empagliflozin OR ertugliflozin OR tofogliflozin OR
ipragliflozin OR remogliflozin

#4 randomi*ed AND controlled AND trial OR (randomixed AND trial)

#5 #2 OR #3

#6 #1 AND #4 AND #5

CENTRAL query

(Diabetes mellitus or type 2 diabetes or type ii diabetes):tiabkw AND (sodium glucose
transporter 2 inhibitor* or sodium glucose transporter ii inhibitor* or SGLT2 inhibitor):ti,ab,kw
AND (Canagliflozin or Dapagliflozin or Empagliflozin or Ertugliflozin or Tofogliflozin or
Ipragliflozin or Remogliflozin):ti,ab,kw (Word variations have been searched)

Pubmed query

#20 Search ((((((((((((((Sodium glucose co-transporter) OR (((SGLT2) OR SGLT-2) OR SGLT 2))
OR ((((Tofogliflozin) OR Apleway) OR Deberza) OR CSG452)) OR ((Empagliflozin) OR
Jardiance)) OR (((dapagliflozin) OR Farxiga) OR Forxiga)) OR ((Canagliflozin) OR Invokana))
OR ((Sotagliflozin) OR LX4211)) OR ((luseogliflozin) OR Lusefi)) OR ((ipragliflozin) OR Suglat))
OR ((remogliflozin) OR BHV091009)) OR ((sergliflozin) OR GW869682X)) OR (((ertugliflozin)
OR MK-8835) OR PF-04971729))) AND (((random*) OR Randomized Controlled
Trial[Publication Type]) OR ((RCT) OR RCTs))) AND (((Diabetes mellitus) OR type 2 diabetes)
OR type ii diabetes)

#19 Search ((Diabetes mellitus) OR type 2 diabetes) OR type ii diabetes

#18 Search ((random=*) OR Randomized Controlled Trial[Publication Type]) OR ((RCT) OR
RCTs)

#17 Search (RCT) OR RCTs

#16 Search Randomized Controlled Trial[Publication Type]

#15 Search random=

#14 Search (((((((((sodium glucose co-transporter) OR (((SGLT2) OR SGLT-2) OR sglt 2)) OR
((((tofogliflozin) OR apleway) OR deberza) OR CSG452)) OR ((empagliflozin) OR jardiance))
OR (((dapagliflozin) OR farxiga) OR forxiga)) OR ((canaglifiozin) OR invokana)) OR



((sotagliflozin) OR LX4211)) OR ((luseogliflozin) OR lusefi)) OR ((ipragliflozin) OR suglat)) OR
((remo gliflozin) OR BHV091009)) OR ((sergliflozin) OR GW869682X)) OR (((ertugliflozin) OR
MK-8835) OR PF-04971729)

#13 Search (((((((((Sodium glucose co-transporter) OR (((SGLT2) OR SGLT-2) OR SGLT 2))
OR ((((Tofogliflozin) OR Apleway) OR Deberza) OR CSG452)) OR ((Empagliflozin) OR
Jardiance)) OR (((dapagliflozin) OR Farxiga) OR Forxiga)) OR ((Canagliflozin) OR Invokana))
OR ((Sotagliflozin) OR LX4211)) OR ((luseogliflozin) OR Lusefi)) OR ((ipragliflozin) OR Suglat))
OR ((remogliflozin) OR BHV091009)) OR ((sergliflozin) OR GW869682X)) OR (((ertugliflozin)
OR MK-8835) OR PF-04971729)

#12 Search ((ertugliflozin) OR MK-8835) OR PF-04971729

#11 Search (sergliflozin) OR GW869682X

#10 Search (remogliflozin) OR BHV091009

#9 Search (ipragliflozin) OR Suglat

#8 Search (luseogliflozin) OR Lusefi

#7 Search (Sotagliflozin) OR LX4211

#6 Search (Canagliflozin) OR Invokana

#5 Search ((dapagliflozin) OR Farxiga) OR Forxiga

#4 Search (Empagliflozin) OR Jardiance

#3 Search (((Tofogliflozin) OR Apleway) OR Deberza) OR CSG452

#2 Search ((SGLT2) ORSGLT-2) OR SGLT 2

#1 Search Sodium glucose co-transporter

Result of trim-and-fill method

Meta-analysis

Pooled 95% ClI Asymptotic No. of
Method | Est Lower Upper z_value p_value studies
_______ o e mm oo
Fixed | 0.154 0432 0739 0.515 0.606 16

Random| 0154 0.432 0.739 0.515 0.606

Test for heterogeneity: Q=9.168 on 15 degrees of freedom (p= 0.869)
Moment-based estimate of between studies variance = 0.000
Trimming estimator: Linear

Meta-analysis type: Fixed-effects model

iteration | estimate n # to trim diff

__________ o e e e
1 | 0.154 61 0 136
2 | 0.154 61 0 0

Note: no trimming performed; data unchanged
Filled
Meta-analysis (exponential form)



Pooled 95% ClI Asymptotic No. of
Method | Est Lower Upper z_value p_value studies

Fixed | 1166  0.650 2.094 0.515 0.606 16
Random| 1166  0.650 2.094 0.515 0.606

Test for heterogeneity: Q=9.168 on 15 degrees of freedom (p= 0.869)
Moment-based estimate of between studies variance = 0.000

Result of subgroup analysis of background treatment

Intervene Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H, Random, 95% CI
12.2.1 metformin
Bailey 2010 2 409 1 137 6.0% 0.67 [0.08, 7.33]
Cefalu 2013 1 968 0 482  33% 1.50 [0.06, 36.64]
Lavalle-Gonzalez 2013 0 735 1 366 34% 017 [0.01, 4.07] *
Subtotal (95% CI) 2112 985 12.7% 0.57 [0.11, 2.96] R
Total events 3 2

Heterogeneity: Tau®=0.00; Chi*=0.94 di= 2 (P =0.63), F=0%
Test for overall effect £= 0.66 (F = 0.51)

12.2.2 metformin and sulfonylurea

Matthaei 2014 1 108 0 109  34% 3.00[012, 72.84]

Schernthaner 2013 o av7 1 378 34% 0.33[0.01,8.18]

Wan Seman 2016 11 58 ] 52 351% 1.97 [0.73, 5.30] T
Subtotal (95% CI) 544 539 41.8% 1.77[0.72, 1.38] ~efiR—
Total events 12 [}

Heterogeneity: Tau®=0.00; Chi®=1.20, df= 2 (P = 0.59), F= 0%
Test for averall effect Z=1.23{F =022

12.2.3 Drug naive

Bailey 2016 1 1499 1 T4 45% 0.38[0.02, 5.95]

Inagaki 2014 2 178 ] 93 3T% 263013, 54.13]

Kaku 2014 1 173 i 56 3.4% 0.88[0.04, 23.79]

Stenldf 2013 2 392 0 192 37% 2.46[0.12, 50.80]

Tikkanen 2015 0 852 127 3.4% 016 [0.01, 4.01] *

Subtotal (95% CI) 1494 687 18.7% 0.83 [0.21, 3.20] =B EE—
Tatal events B 2

Heterogeneity: Tau®=0.00; Chi*= 238, dfi=4 {P= 067 F=0%
Testfor overall effect 2= 0.27 (P=0.78)

12.2.4 Glucose-lowering medication(alone or combination)

Bode 2013 3477 0 237 38% 3.48[0.18, 67.20]

Inoue 20149 1 24 i 24 34% 3.00[013, FO.16]

Mchdurray 2019 2 2373 5 2371 12.8% 0.40[0.08, 2.08] - 1
Weher 2016 1 302 o 3 3.4% 3.08[013, 75,53

Yale 2013 1 178 i 90 3.4% 1.52 [0.06, 36.86]

Subtotal (95% CI) 3355 3033 26.8% 1.08 [0.35, 3.35] =il
Total events g ]

Heterogeneity: Tau®=0.00; Chi*= 2.89 di= 4 (F = 0.58), F=0%
Test for overall effect £= 014 (F = 0.89)

Total (95% CI) 7505 5244 100.0% 1.17 [0.65, 2.09]
Tatal events 29 15

Heterageneity: Tau®=0.00; Chi*= 917, df=15 (P = 0.87); F= 0%
Testfor overall effect 2= 0.52 (P = 0.61)
Test for suboroun differences: Chi®=1.80.df= 3 (P = 0621 F=0%
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