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SGLT?2 inhibitors: far too many cautions and alerts
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SGLT?2 inhibitors are very modest in their efficacy in terms of lowering glycemia while
incurring undue cost burden to the patients, thus with very low cost efficacy. Moreover,
the mechanism ofaction is extremely detrimental to quality of life attributed to polyuria,
nocturia and consequential dehydration resulting in orthostatic hypotension as well
as serious adverse outcomes secondary to increased serum viscosity, Alternatively,
electrolyte imbalances including hypernatremia, hyperkalemia, hypercalcemia, hyper
or hypophosphatemia, anion gap acidosis induced by ketonemia and/ketonuria with
or without hyperglycemia as well as accumulation of other unmeasured anions, and
the declining renal function as evident by rises in serum creatinine and urea nitrogen
concentrations may contribute to increased morbidity requiring additional resources
to cover escalating costs as well as a further decline in quality of life. Finally, the rise
in LDL cholesterol may be a contributor to increased serum viscosity and both may
have been responsible for increased incidence of strokes and lower limb amputations.
Therefore, well established greater risks of occurrence of several serious adverse
outcomes such as recurrent genitourinary infections including acute pyelonephritis and
sepsis, ketoacidosis, strokes, lower limb amputations, osteoporosis and fractures, acute
pancreatitis as well as other anticipated outcomes, e.g. renal calculi, nephrocalcinosis,
uric acid nephropathy due to hypercalciuria and uricosuria are likely to further
increase the costs and compromise the quality of life. Moreover, these findings
may have prompted the FDA and European regulatory agency to issue far too many
cautions and alerts. I believe that the regulatory agencies should rather terminate the
approvals for these drugs instead, in the light of the serious nature of these outcomes,
the hanging question of bladder cancer and the lack of knowledge of the effects of long
term exposure of genitourinary tracts to hyperglycemic hyperosmolar urine with very
limited cost efficacy and a marked decline in quality of life.
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or “pollakiuria” caused by glycosuria and is further exacerbated
by genitourinary tract infections. The clinical trials using these
drugs report serum concentrations of electrolytes. However, none
of these trials describe estimates of total body depletion of fluids
and electrolytes despite documentation of rises in both serum
creatinine and urea nitrogen concentrations, diagnostic of presence of
dehydration. Nevertheless, hyperkalemia is documented to ensue in
several subjects with renal dysfunction as well in subjects with normal
renal function receiving concurrent therapy with drugs inhibiting
renin-angiotensin-aldosterone system.'® And al be it, these are the
most frequently recommended drugs deemed to be most effective
for treatment of hypertension and for preservation of renal function
in subjects with type 2 diabetes. Moreover, “pollakiuria” or polyuria
as well as urinary hesitancy and precipitancy are already frequently
present in elderly men secondary to prostatism. Similarly, urinary
incontinence is a frequent debilitating manifestation in several post
menopausal women. Unfortunately, these are the populations most

Introduction

The major objective of management of any disorder must always
be focused on improving the quality of life using cost effective therapy.
The management of type 2 Diabetes deserves implementation of these
same tenets as per the Hippocratic oath. This principle was evident
all throughout my medical training, as a student, a resident in internal
medicine and then as fellow in endocrinology as I was instructed and
advised by my preceptors and my colleagues to induce remission
of glycosuria to avoid loss of fluid and various electrolytes. This
intervention distinctly relieved symptoms, e.g. polyuria, polydypsia,
nocturia, and prevented onset of several clinical manifestations
of consequential dehydration as well as electrolyte depletion, e.g.
dizziness, fatigue, muscle cramps, lethargy as well as disturbances in
cardiac conduction defects and arrhythmias, respiratory depression etc.
Moreover, reversal of glycosuria induced remission of genitourinary
infections and prevented recurrences. Therefore, the quality of life

is promptly improved by providing the relief of the aforementioned
clinical manifestations on reversal or prevention of glycosuria.

The proponents of using SGLT2 inhibitors promote the “beneficial”
effects of weight loss, lowering of blood pressure and a decline in
HbAlc. Firstly, these effects are exaggerated when compared to
placebo rather than with the baseline values.'* Moreover, both the
weight loss and lowering of blood pressure are well established
consequences of dehydration as documented by rises in both serum
creatinine and urea nitrogen concentrations and therefore may not
be necessarily healthy. Dehydration is certainly induced by polyuria

predisposed to occurrence of type 2diabetes.’ Thus, administration of
these drugs is likely to exacerbate these symptoms by induction of
glycosuria and further compromise the quality of life in these subjects.

Fortunately, a caution was issued recommending close monitoring
for occurrence of hypotension and “orthostasis” in the elderly as a
result of dehydration as well as increased prevalence of genitourinary
infections in all comers."*!*!” However, the data regarding
negative impact of polyuria and/or “pollakiuria” on “quality of
life”, e.g. recurrent visits to toilets with urgency and precipitancy
during wakefulness and even incontinence during sleep resulting in
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sleeplessness and its consequences although well known in clinical
practice, are not well examined in the clinical trials using these
drugs." 101 Moreover, the long term consequences of persistent
exposure of urinary tract including urinary bladder to hyperglycemic
hypertonic urine are unknown although increased risk of bladder
cancer has been reported.’”?* I believe that constant presence of sugar,
the most efficient fuel for cell growth may have promoted growth of
bladder cancer in situ and rendered it to be manifested rather than
initiating the onset.

Several other undesirable adverse effects of SGLT2 inhibitors
have prompted FDA and EMU to issue many further cautions and
alerts. Alterations in several serum chemistry parameters are now
reported in addition to elevations in serum urea nitrogen, creatinine
and potassium documented in initial reports.”®!""* These include
severe hypercalcemia, hypophosphatemia with nonketotic anion
gap acidosis (Fanconi Syndrome), hypernatremia, low serum uric
acid acid concentration and Ketoacidosis.**?® Severe hypercalcemia
and hypernatremia may be attributed to dehydration and increase
in uric acid excretion may be responsible for hypouricemia.
Hypophosphatemia was secondary to phosohaturia and anion
gap acidosis may be attributed to amino aciduria both being the
characteristic manifestations of Fanconi Syndrome, a renal tubular
defect which also caused proteinuria in this patient within a week of
administration of Canagliflozin.”® Finally, I recently encountered a
subject with type 2 diabetes referred for 15kg weight loss, gradually
progressive generalized muscle weakness and wasting over 3months
following initiatition and continuation of Empaglifiozin (personal
communication). This subject also manifested Hypophosphatemia,
increased urinary excretion of phosphate, creatinine, urea nitrogen,
calcium, protein and uric acid in addition to glycosuria. Fortunately,
these alterations reversed within 2weeks on withdrawal of
Empaglifizin. However, the subject has yet to regain the muscle
strength and mass even after withdrawal of Empagliflzin 4months ago.
The decline in muscle mass and strength may attributed to enhanced
gluconeogenesis from muscle protein induced by hyperglucagonemia
ensuing on administration of SGLT2 inhibitors and is consistent with
similar manifestations in a subject with type 1 Diabetes at the onset of
or with lapse of glycemic control.*3

Both the FDA and EMU recently reissued a major alert and a caution
following several reports of ketoacidosis in subjects administered
these drugs especially because the well documented serious and the
lethal nature of ketoacidosis.””?® The mechanism of predisposition,
promotion and induction of ketoacidosis with administration of these
drugs has been well discussed in several reports.’'=* A close negative
feedback regulation between plasma glucose and plasma glucagon
present in normal subjects is well known to be almost abolished in
subjects with uncontrolled diabetes.?*3%3435 Thus, elevated circulating
plasma glucagon level despite hyperglycemia is already present in
subjects with uncontrolled diabetes.****35 A further rise in plasma
glucagon ensues on administration of these drugs.” The rise in
plasma glucagon is apparently required to promote hepatic glucose
production to compensate for glycosuria.” Hyperglucagonemia is also
well documented to induce ketonemia and ketoacidosis by promoting
ketogenesis via facilitation of lipolysis. Moreover, ketonemia and
ketoacidosis may also be attributed to elevations in circulating plasma
concentrations of other counter regulatory hormones including
catecholamines, glucocorticoid and human growth hormone induced
by stress secondary to dehydration as well as genitourinary sepsis,
both well documented side effects of these drugs as well as the triggers
in onset of diabetic ketoacidosis.**3* FDA and EMU also noted that
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few of these subjects manifested ketoacidosis without a significant
hyperglycemia as documented in other recent reports.>2* However,
serum lipase and amylase concentrations were not reported probably
because they were not determined in these subjects. In actuality, acute
pancreatitis has been reported to occur following administration of
Canagliflozin in several case studies.***' Therefore, it is likely that
Euglycemic Ketoacidosis described in these subjects*®* may be
‘Pancreatic Ketoacidosis’ a serious complication of acute pancreatitis
(Kabadi Syndrome) induced by markedly elevated circulating lipase
concentration.”>*¢ I believe that the diagnosis of acute pancreatitis was
probably missed in these subjects due to lack of a thorough evaluation
by determination of appropriate laboratory testing.

Thus, despite a detailed description of the pathophysiologic
mechanism and the reporting of several subjects in post marketing
surveillance, manufacturers of these drugs continue to refute the
significance of occurrence of Ketoacidosis based on the retrospective
analysis of pre marketing clinical trials.”’** The discrepancy between
lack of significant occurrence of Ketoacidosis in these trials in
contrast to the post marketing surveillance data may be explained
by the fact that the participating subjects in the premarketing clinical
trials are always relatively healthier because of their selection bias
based on several inclusion and exclusion criteria when compared with
the population of subjects with type 2 Diabetes in clinical practice.
Moreover, it is likely that ketoacidosis did not occur in premarketing
trials in these relatively healthier subjects because Genito urinary
infections were probably mild in the early stage, diagnosed during
recurrent study visits and hence were amenable to a prompt treatment.
In contrast, Ketoacidosis occurred frequently in post marketing
surveillance in presence of genitourinary infection because the greater
severity with presentations including acute pyelonephritis probably
due to immunosuppressor well documented to be present in subjects
with persistent hyperglycemia. Alternatively, other triggers for
promoting ketoacidosis did not ensue or were diagnosed in the early
stage and managed promptly because of close monitoring routinely
conducted as a part of the protocols in premarketing clinical trials.

Yet, another caution or alert was recently issued by both FDA and
EMU regarding occurrence of osteoporosis and fractures with use
of these drugs following their documentation in the postmarked ing
surveillance data.*” The authors attributed this finding to rise in PTH
and FGF 23, both humoral factors known to cause bone resorption.>
However, a simple pathophysiology for the onset of osteoporosis
resulting in increased fractures is both the hyperphosphaturia and
the hypercalciuria accompanying glycosuria induced by these drugs.
Hypercalciuria of renal leak due to tubular mutation, a known familial
disorder is well documented to induce osteoporosis and fractures.”!
Moreover, osteoporosis may also be secondary to increased
breakdown of matrix protein to sustain gluconeogenesis induced by
hyperglucagonemia. This finding is similar to the increased prevalence
of osteoporosis and fractures in subjects with both type 1 and type 2
diabetes.”>% T believe that hypercalciuria with concurrent increase in
renal excretion of uric acid as documented recently and dehydration
is likely provide a suitable and fertile milleu for formation of renal
calculi and consequential morbidity especially in tropical regions of
the world with a frequent occurrence of dehydration particularly i the
poor population and other subjects with extremes of age.

Finally, elevation in serum LDL cholesterol and non HDL
cholesterol levels well documented in clinical trials following
administration of these drugs are well established to promote
atherosclerosis. Moreover, dehydration noted in clinical trials is
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the most common cause of increased serum viscosity which is well
known to induce and promote hypercoagulable milieu responsible for
ensuing adverse thrombotic cardiovascular outcomes, e.g. deep vein
thrombosis, macro vascular events including myocardial ischemia and
stroke as well as microvascular complications in the long term.!-810-1954
Therefore, the presence of both these aberrations may have contributed
to a significantly higher occurrence of non fatal strokes documented
in subjects receiving canagliflozin as well as Empagliflozin when
compared with subjects administered placebo.’* ¢ Increased serum
viscosity may also be responsible for the increase in occurrence of
lower limb amputations mainly affecting toes documented in a post
marketing cardiovascular trial known as CANVAS (Cardiovascular
Assessment Study) with Canagliflozin. Based on this interim data,
EMU and FDA issued another alert for Canagliflozin.’’*® Many of
these concerns raised by FDA and EMU were described in an earlier
report in 2013.% Finally, another warning was issued recently by FDA
regarding onset of renal dysfunction on use of these drugs.®

Therefore, in the light of the data regarding increased strokes and
lower limb amputations probably caused by increased serum viscosity,
it was interesting to read the recent article regarding a efficacy of
Empaglifiozin in reducing all cause and especially cardiovascular
mortality.** However, on further examination, the methodology appears
to be flawed and hence the results and conclusions deserve a stringent
scrutiny, validation and confirmation. An important comparative
data between monotherapy with Empagliflozin and placebo or a
comparator is not included. Subjects who received even a single dose
of Empagliflozin, subjects who received for a short duration as well
as the drop outs are included in the final analysis. These subjects
must be excluded from the analysis since they are not exposed to
Empaglifiozin at all or exposed for a short duration. Moreover,
the statistically significant difference for cardiovascular outcomes
between subjects administered placebo and the overall population of
subjects treated with Empagliflzin is beyond reconciliation especially
because no significant differences were documented between placebo
group on one hand and the two individual groups of subjects treated
with two different daily doses of empagliflozin, 10mg and 30mg on
the other.

It is apparent that the differences regarding mortality became
visible in the early duration, within 6weeks after randomization. It is
unlikely that regression of atherosclerosis could occur in such a short
time especially with rising LDL cholesterol levels. This finding is in
stark contrast to UKPDS and other studies in which the improvement
in microvascular outcomes was evident after a much prolonged
duration of intensive treatment.®-** The differences in outcomes may
be secondary to the differences in demographics among the subjects
between these groups, e.g. age, duration of diabetes, presence or
absence of obesity, comorbidities including micro and macro
vascular complications, hypoglycemic events, glycemic control,
blood pressure control, interactions between medications etc. Other
concerns include a multinational design of the study thus including
subjects with varying ethnicities, genetic traits, dietary patterns,
insulin resistance as opposed to decline in insulin secretion as a major
pathophysiologic factor and the different philosophies on the part
of individual investigators regarding desirable goals of control and
use of drugs as available in the locale in management of glycemia,
hypertension and Dyslipidemia as well as preventive use of aspirin.
Moreover, inclusion of deaths with unknown cause as cardiovascular
deaths may not be appropriate and therefore unacceptable. Similar
issues are raised recently in other publications as well.*** Therefore,
the results and conclusions in this Empgliflozin study appear less than
reliable and © too good to be true’.®
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In the final analysis, far too many side effects including detrimental
changes in serum chemistries, interactions with other frequently used
drugs leading to serious adverse outcomes have led the regulatory
agencies to issue concerns, cautions and alerts at frequent intervals
since approval. In fact, all the advertisements in and even  prescribing
information (PI) has far more words for description of serious side
effects, drug interactions and cautions regarding onset of detrimental
adverse outcomes when compared to limited efficacy. Therefore, I
believe that the regulatory agencies have overlooked ‘ Hippocratic
Oath’ at the expense of continuing approval of this drugs.®

Conclusion

Both the short term and the long term efficacies and safety of
SGLT2 inhibitors remain to be established. In fact, these drugs
possess much lesser efficacy with far greater costs and undesirable
adverse effects with onset of serious adverse outcomes worsening
quality of life.

Acknowledgements

None.

Conflict of interest

Author declares that there is no conflict of interest.

References

1. Gerich JE, Bastien A. Development of the sodium-glucose co-transporter
inhibitor dapaglifiozin for the treatment of patients with type 2 diabetes
mellitus. Expert Rev Clin Pharmacol. 2011;4(6):669—683.

2. Rosenstock J, Aggarwal N, Polidori D, et al. Dose-ranging effects
of canagliflozin, a sodium-glucose cotransporter 2 inhibitor, as add-
on to metformin in sub- jects with type 2 diabetes. Diabetes Care.
2012;35(6):1232-1238.

3. Wilding JP, Woo V, Soler NG, et al. Dapagliflozin 006 Study Group.
Long-term efficacy of dapaglifiozin in patients with type 2 diabetes
mellitus receiving high doses of insulin: a randomized trial. Ann Intern
Med. 2012;156(6):405-415.

4. Stenlof K, Cefalu W, Kim K, et al. Efficacy and safety of
canagliflozin monotherapy in subjects with type 2 diabetes mellitus
inadequately controlled with diet and exercise. Diabetes Obes Metab.
2013;15(4):372-382.

5. Cefalu W, Leiter L, Yoon K, et al. Efficacy and safety of canagliflozin
versus glimepiride in patients with type 2 diabetes inadequately
controlled with metformin (CANTATA-SU): 52 week results from
a randomised, double-blind, phase 3 non-inferiority trials. Lancet.
2013;382(9896):941-950.

6. Schernthaner G, Gross JL, Rosenstock J, et al. Canagliflozin compared
with sitagliptin for patients with type 2 diabetes who do not have
adequate glycemic control with metformin plus sulfonylurea: A 52-week
randomized trial. Diabetes Care. 2013;36(9):2508-2515.

7. Bolinder J, Ljunggren O, Johansson L, et al. Dapagliflozin maintains
glycaemic control while reducing weight and body fat mass over 2 years
in patients with type 2 diabetes mellitus inadequately controlled on
metformin. Diabetes Obes Metab. 2016;16(2):159—-169.

8. Bailey CJ, Gross JL, Hennicken D, et al. Dapaglifiozin add-on to
metformin in type 2 diabetes in-adequately controlled with metformin:
A randomized, double-blind, placebo-controlled 102-week trial. BMC
Med. 2013;11:43-65.

9. American Diabetes Association. Older Adults. Diabetes Care.

2016;39(suppl 1):S81-S85.

Citation: Kabadi UM. SGLT2 inhibitors: far too many cautions and alerts and limited efficacy. | Diabetes Metab Disord Control. 2016;3(5):90-94.

DOI: 10.15406/jdmdc.2016.03.00077


https://doi.org/10.15406/jdmdc.2016.03.00077
http://www.ncbi.nlm.nih.gov/pubmed/22111852
http://www.ncbi.nlm.nih.gov/pubmed/22111852
http://www.ncbi.nlm.nih.gov/pubmed/22111852
http://www.ncbi.nlm.nih.gov/pubmed/22492586
http://www.ncbi.nlm.nih.gov/pubmed/22492586
http://www.ncbi.nlm.nih.gov/pubmed/22492586
http://www.ncbi.nlm.nih.gov/pubmed/22492586
http://www.ncbi.nlm.nih.gov/pubmed/22431673
http://www.ncbi.nlm.nih.gov/pubmed/22431673
http://www.ncbi.nlm.nih.gov/pubmed/22431673
http://www.ncbi.nlm.nih.gov/pubmed/22431673
http://www.ncbi.nlm.nih.gov/pubmed/23279307
http://www.ncbi.nlm.nih.gov/pubmed/23279307
http://www.ncbi.nlm.nih.gov/pubmed/23279307
http://www.ncbi.nlm.nih.gov/pubmed/23279307
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(13)60683-2/abstract
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(13)60683-2/abstract
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(13)60683-2/abstract
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(13)60683-2/abstract
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(13)60683-2/abstract
http://www.ncbi.nlm.nih.gov/pubmed/23564919
http://www.ncbi.nlm.nih.gov/pubmed/23564919
http://www.ncbi.nlm.nih.gov/pubmed/23564919
http://www.ncbi.nlm.nih.gov/pubmed/23564919
http://www.ncbi.nlm.nih.gov/pubmed/23906445
http://www.ncbi.nlm.nih.gov/pubmed/23906445
http://www.ncbi.nlm.nih.gov/pubmed/23906445
http://www.ncbi.nlm.nih.gov/pubmed/23906445
http://www.ncbi.nlm.nih.gov/pubmed/23425012
http://www.ncbi.nlm.nih.gov/pubmed/23425012
http://www.ncbi.nlm.nih.gov/pubmed/23425012
http://www.ncbi.nlm.nih.gov/pubmed/23425012

SGLT2 inhibitors: far too many cautions and alerts and limited efficacy

20.

21.

22.

23.

24.

25.

26.

27.

28.

. Riser T, Harris K. The clinical efficacy and safety of sodium glucose

cotransporter-2 inhibitors in adults with type 2 diabetes mellitus.
Pharmacotherapy. 2013;33(9):984-999.

. Tahrani AA, Barnett AH, Bailey CJ. SGLT inhibitors in management of

diabetes. Lancet Diabetes Endocrinol. 2013;1(2):140-151.

. Clar C, Gill JA, Court R, et al. Systematic review of SGLT2 receptor

inhibitors in dual or triple therapy in type 2 diabetes. BMJ Open.
2012;2(5).

. Hinnen D. Glucuretic effects and renal safety of dapaglifiozin in patients

with type 2 diabetes. Ther Adv Endocrinol Metab. 2015;6(3):92-102.

. Vivian EM. Dapagliflozin: a new sodium-glucose cotransporter 2

inhibitor for treatment of type 2 diabetes. Am J Health Syst Pharm.
2015;72(5):361-372.

. Nyirjesy P, Zhao Y, Ways K, et al. Evaluation of vulvovaginal symptoms

and Candida colonization in women with type 2diabetes mellitus treated
with canagliflozin, a sodium glucose co-transporter 2 inhibitor. Curr Med
Res Opin. 2012;28(7):1173-1178.

. Nicolle LE, Capuano G, Ways K, et al. Effect of canagliflozin, a sodium

glucose co-transporter 2 (SGLT2) inhibitor, on bacteriuria and urinary
tract infec-tion in subjects with type 2 diabetes enrolled in a 12-week,
phase 2 study. Curr Med Res Opin. 2012;28(7):1167-1171.

. Johnsson KM, Ptaszynska A, Schmitz B, et al. Urinary tract infections

in patients with diabetes treated with dapaglifiozin. J Diabetes
Complications. 2013;27(5):473-478.

. Johnsson KM, Ptaszynska A, Schmitz B, et al. Vulvovaginitis and

balanitis in patients with diabetes treated with dapaglifiozin. J Diabetes
Complications. 2013;27(5):479-484.

. Lamos EM, Younk LM, Davis SN. Canagliflozin, an inhibitor of sodium-

glucose cotransporter 2, for the treatment of type 2 diabetes mellitus.
Expert Opin Drug Metab Toxicol. 2013;9(6):763-775.

Lin HW, Tseng CH. A Review on the Relationship between SGLT2
Inhibitors and Cancer. Int J Endocrinol. 2014. 6p.

Kaur A, Winters SJ. Severe hypercalcemia and hypernatremia in a
patient treated with canagliflozin. Endocrinol Diabetes Metab Case Rep.
2015;2015:150042.

Lighten Y, Skrti¢ M, Yang GK, et al. Glycosuria-mediated urinary uric
acid excretion in patients with uncomplicated type 1 diabetes mellitus.
Am J Physiol Renal Physiol. 2015;308(2):F77-F83.

Fanconi Syndrome. Abstract presented at annual spring meeting,
National Kidney Foundation. 2016.

Kaku K, Watada H, Iwamoto Y, et al. Tofogliflozin 003 Study Group.
Efficacy and safety of monotherapy with the novel sodium/glucose
cotransporter-2 inhibitor tofogliflozin in Japanese patients with type
2 diabetes mellitus: a combined Phase 2 and 3 randomized, placebo-
controlled, double-blind, parallel-group comparative study. Cardiovasc
Diabetol. 2014;13:65-104.

Peters AL, Buschur E, Buse JB, et al. Euglycemic diabetic ketoacidosis:
a potential complication of treatment with sodium-glucose cotransporter
2 inhibition. Diabetes Care. 2015;38(9):1687-1693.

Peters AL, Henry RR, Thakkar P, et al. Diabetic Ketoacidosis with
Canagliflozin, a Sodium-Glucose Cotransporter 2 Inhibitor, in Patients
With Type 1 Diabetes. Diabetes Care. 2016;39(4):532-538.

US Food and Drug Administration. Drug Safety Communication:
FDA warns that SGLT2 inhibitors for diabetes may resulting a serious
condition of too much acid in blood (internet).

FDA Drug Safety Communication. FDA revises labels of SGLT2
inhibitors for diabetes to include warnings about too much acid in the
blood and serious urinary tract infections. 2015.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

S1.

Copyright:
©2016 Kabadi 93

Sargent J. Therapy: SGLT2 inhibitor dapaglifiozin promotes glucagon
secretion in a islet cells. Nat Rev Endocrinol. 2015;11(7):382.

Miiller WA, Faloona GR, Unger RH. Hyperglucagonemia in
diabetic ketoacidosis. Its prevalence and significance. Am J Med.
1973;54(1):52-57.

Kalra S, Sahay R, Gupta Y. Sodium glucose transporter 2
(SGLT2) inhibitions and ketogenesis. Indian J Endocrinol Metab
2015;19(4):524-528.

In brief: ketoacidosis with SGLT2 inhibitors. Med Lett Drugs Ther.
2015;57(1471):94.

Taylor SI, Blau JE, Rother KI. SGLT2 Inhibitors May Predispose to
Ketoacidosis. J Clin Endocrinol Metab. 2015;100(8):2849-2852.

Lee YH, Wang MY, Yu XX, et al. Glucagon in type 2 DM Glucagon
is the key factor in the development of diabetes. Diabetologia.
2016;59(7):1372-1375.

Kabadi UM. Hepatic Regulation of Pancreatic Alpha-Cell Function.
Metabolism. 1973;42(5):535-543.

Lohiya S, Kreisberg R, Lohiya V. Recurrent diabetic ketoacidosis in two
community teaching hospitals. Endocr Pract. 2013;19(5):829-833.

Maletkovic J, Drexler A. Diabetic ketoacidosis and hyperglycemic
hyperosmolar  state.  Endocrinol ~ Metab  Clin ~ North — Am.
2013;42(4):677-695.

Nyenwe EA, Kitabchi AE. The evolution of diabetic ketoacidosis: An
update of its etiology, pathogenesis and management. Metabolism.
2016;65(4):507-521.

Verma R. Canagliflozin associated acute Pancreatitis. Am J Ther.
2016;23(3):€972-¢973.

Chowdhary M, Kabbani AA, Chhabra A. Canagliflozin-induced
pancreatitis: a rare side effect of a new drug. Ther Clin Risk Manag.
2015;11:991-994.

Srivali N, Thongprayoon C, Cheungpasitporn W, et al. Acute pancreatitis
in the use of canagliflozin: A rare side-effect of the novel therapy for type
2 diabetes mellitus. J Basic Clin Pharm. 2015;6(3):101-102.

Kabadi UM. Pancreatic Ketoacidosis: Imitator of Diabetic Ketoacidosis,
Diabetes Bulletin. International Journal of Diabetes in Developing
Countries 1994;3(14):74-82.

Kabadi UM. Pancreatic ketoacidosis: ketonemia associated with acute
pancreatitis. Postgrad Med J. 1995;71(831):32-35.

Kabadi UM. Pancreatic Ketoacidosis: Secondary to Increased Circulating
Lipase of Acute Pancreatitis. Diabetes Research. 1999;34:1-7.

Kabadi UM. Pancreatic Ketoacidosis (Kabadi Syndrome) Mimicking
Diabetic Ketocidosis. Endocrine Practice. 2015;21(10):1-2.

Kabadi UM Pancreatic Ketoacidosis. Journal of Pancreas.

Rosenstock J, Ferrannini. Euglycemic. Diabetic Ketoacidosis: A
Predictable, Detectable, and Preventable Safety Concern with SGLT2
Inhibitors. Diabetes Care. 2015;38(9):1638-1642.

Erondu N, Desai M, Ways K, et al. Diabetic Ketoacidosis and Related
Events in the Canagliflozin Type 2 Diabetes Clinical Program. Diabetes
Care. 2015;38(9):1680-1686.

FDA: Invokana and Invokamet (canagliflozin): Drug Safety
Communication - New Information on Bone Fracture Risk and Decreased
Bone Mineral Density.

Taylor SI, Blau JE, Rother KI. Possible adverse effects of SGLT2
inhibitors on bone. Lancet Diabetes Endocrinol. 2015;3(1):8-10.

Hudec SM1, Camacho PM. Secondary causes of osteoporosis. Endocr
Pract. 2013;19(1):120-128.

Citation: Kabadi UM. SGLT2 inhibitors: far too many cautions and alerts and limited efficacy. | Diabetes Metab Disord Control. 2016;3(5):90-94.
DOI: 10.15406/jdmdc.2016.03.00077


https://doi.org/10.15406/jdmdc.2016.03.00077
http://www.ncbi.nlm.nih.gov/pubmed/23744749
http://www.ncbi.nlm.nih.gov/pubmed/23744749
http://www.ncbi.nlm.nih.gov/pubmed/23744749
http://www.diabetesincontrol.com/sglt2-inhibitors-a-new-class-of-diabetes-medications/
http://www.diabetesincontrol.com/sglt2-inhibitors-a-new-class-of-diabetes-medications/
http://www.ncbi.nlm.nih.gov/pubmed/23087012
http://www.ncbi.nlm.nih.gov/pubmed/23087012
http://www.ncbi.nlm.nih.gov/pubmed/23087012
http://tae.sagepub.com/content/early/2015/04/15/2042018815575273
http://tae.sagepub.com/content/early/2015/04/15/2042018815575273
http://www.ncbi.nlm.nih.gov/pubmed/25694411
http://www.ncbi.nlm.nih.gov/pubmed/25694411
http://www.ncbi.nlm.nih.gov/pubmed/25694411
http://www.ncbi.nlm.nih.gov/pubmed/22632452
http://www.ncbi.nlm.nih.gov/pubmed/22632452
http://www.ncbi.nlm.nih.gov/pubmed/22632452
http://www.ncbi.nlm.nih.gov/pubmed/22632452
http://www.ncbi.nlm.nih.gov/pubmed/22548646
http://www.ncbi.nlm.nih.gov/pubmed/22548646
http://www.ncbi.nlm.nih.gov/pubmed/22548646
http://www.ncbi.nlm.nih.gov/pubmed/22548646
http://www.ncbi.nlm.nih.gov/pubmed/23849632
http://www.ncbi.nlm.nih.gov/pubmed/23849632
http://www.ncbi.nlm.nih.gov/pubmed/23849632
http://www.ncbi.nlm.nih.gov/pubmed/23806570
http://www.ncbi.nlm.nih.gov/pubmed/23806570
http://www.ncbi.nlm.nih.gov/pubmed/23806570
http://www.ncbi.nlm.nih.gov/pubmed/23590413
http://www.ncbi.nlm.nih.gov/pubmed/23590413
http://www.ncbi.nlm.nih.gov/pubmed/23590413
http://www.hindawi.com/journals/ije/2014/719578/
http://www.hindawi.com/journals/ije/2014/719578/
http://www.ncbi.nlm.nih.gov/pubmed/26191411
http://www.ncbi.nlm.nih.gov/pubmed/26191411
http://www.ncbi.nlm.nih.gov/pubmed/26191411
http://www.ncbi.nlm.nih.gov/pubmed/25377916
http://www.ncbi.nlm.nih.gov/pubmed/25377916
http://www.ncbi.nlm.nih.gov/pubmed/25377916
http://www.ncbi.nlm.nih.gov/pubmed/26078479
http://www.ncbi.nlm.nih.gov/pubmed/26078479
http://www.ncbi.nlm.nih.gov/pubmed/26078479
http://www.ncbi.nlm.nih.gov/pubmed/26989182
http://www.ncbi.nlm.nih.gov/pubmed/26989182
http://www.ncbi.nlm.nih.gov/pubmed/26989182
http://www.fda.gov/Drugs/DrugSafety/ucm475463.htm
http://www.fda.gov/Drugs/DrugSafety/ucm475463.htm
http://www.fda.gov/Drugs/DrugSafety/ucm475463.htm
http://www.ncbi.nlm.nih.gov/pubmed/25942656
http://www.ncbi.nlm.nih.gov/pubmed/25942656
http://www.ncbi.nlm.nih.gov/pubmed/4629972
http://www.ncbi.nlm.nih.gov/pubmed/4629972
http://www.ncbi.nlm.nih.gov/pubmed/4629972
http://www.ncbi.nlm.nih.gov/pubmed/26180770
http://www.ncbi.nlm.nih.gov/pubmed/26180770
http://www.ncbi.nlm.nih.gov/pubmed/26180770
http://www.ncbi.nlm.nih.gov/pubmed/26086329
http://www.ncbi.nlm.nih.gov/pubmed/26086329
http://link.springer.com/article/10.1007/s00125-016-3965-9
http://link.springer.com/article/10.1007/s00125-016-3965-9
http://link.springer.com/article/10.1007/s00125-016-3965-9
http://www.ncbi.nlm.nih.gov/pubmed/8492705
http://www.ncbi.nlm.nih.gov/pubmed/8492705
http://www.ncbi.nlm.nih.gov/pubmed/23757621
http://www.ncbi.nlm.nih.gov/pubmed/23757621
http://spectrum.diabetesjournals.org/content/15/1/28
http://spectrum.diabetesjournals.org/content/15/1/28
http://spectrum.diabetesjournals.org/content/15/1/28
http://www.ncbi.nlm.nih.gov/pubmed/26975543
http://www.ncbi.nlm.nih.gov/pubmed/26975543
http://www.ncbi.nlm.nih.gov/pubmed/26975543
http://www.ncbi.nlm.nih.gov/pubmed/25187092
http://www.ncbi.nlm.nih.gov/pubmed/25187092
http://www.ncbi.nlm.nih.gov/pubmed/26170677
http://www.ncbi.nlm.nih.gov/pubmed/26170677
http://www.ncbi.nlm.nih.gov/pubmed/26170677
http://www.ncbi.nlm.nih.gov/pubmed/26229348
http://www.ncbi.nlm.nih.gov/pubmed/26229348
http://www.ncbi.nlm.nih.gov/pubmed/26229348
http://www.ncbi.nlm.nih.gov/pubmed/7708590
http://www.ncbi.nlm.nih.gov/pubmed/7708590
http://www.ncbi.nlm.nih.gov/pubmed/26294774
http://www.ncbi.nlm.nih.gov/pubmed/26294774
http://www.ncbi.nlm.nih.gov/pubmed/26294774
http://www.ncbi.nlm.nih.gov/pubmed/26203064
http://www.ncbi.nlm.nih.gov/pubmed/26203064
http://www.ncbi.nlm.nih.gov/pubmed/26203064
http://www.ncbi.nlm.nih.gov/pubmed/25523498
http://www.ncbi.nlm.nih.gov/pubmed/25523498

SGLT2 inhibitors: far too many cautions and alerts and limited efficacy

52.

53.

54.

55.

56.

57.

58.

Tsentidis C, Gourgiotis D, Kossiva L, et al. Higher levels of s-RANKL
and osteoprotegerin in children and adolescents with type 1 diabetes
mellitus may indicate increased osteoclast signaling and predisposition
to lower bone mass: a multivariate cross-sectional analysis. Osteoporos
Int. 2016;27(4):1631-1643.

Rathmann W, Kostev K. Fracture risk in patients with newly diagnosed
type 2 diabetes: a retrospective database analysis in primary care. J
Diabetes Complications. 2015;29(6):766—770.

Vasilakou D, Karagiannis T, Athanasiadou E, et al. Sodium-glucose
cotransporter 2 inhibitors for type 2 diabetes: a systematic review and
meta-analysis. Ann Intern Med. 2013;159(4):262-274.

Foushee JA, Goodbar NH, Kelly JL, et al. Cerebrovascular Accident in a
High-Risk Patient During the Early Initiation Phase With Canagliflozin.
Ann Pharmacother. 2014;48(8):1066—1069.

Zinman B, Wanner C, Lachin JM, et al. EMPA-REG OUTCOME
Investigators. Empagliflozin, Cardiovascular Outcomes, and Mortality
in Type 2 Diabetes. N Engl J Med. 2015;373(22):2117-2128.

EMA reviews diabetes medicine canagliflozin: Review follows data on
toe amputations in ongoing study.

FDA Drug Safety Communication: Interim clinical trial results find
increased risk of leg and foot amputations, mostly affecting the toes,
with the diabetes medicine canagliflozin (Invokana, Invokamet); FDA
to investigate.

59.

60.

61.

62.

63.

64.

65.

66.

Copyright:
©2016 Kabadi 94

Kabadi UM. How Low do we fall to lower Hemoglobin Alc? SGLT2
Inhibitors: Effective Drugs or Expensive Toxins! Journal Of Diabetes
Mellitus. 2013;3(4):199-201.

FDA Drug Safety Communication: FDA strengthens kidney warnings
for diabetes medicines canagliflozin (Invokana, Invokamet) and
dapagliflozin (Farxiga, Xigduo XR).

UK Prospective Diabetes Study (UKPDS). Intensive blood-glucose
control with sulphonylureas or insulin compared with conventional
treatment and risk of complications in patients with type 2 diabetes
(UKPDS 33). Lancet. 1998;352(9131):837-853.

UK Prospective Diabetes Study (UKPDS) Group. Effect of
intensive blood-glucose control with metformin on complications
in overweight patients with type 2 diabetes (UKPDS 34). Lancet.
1998;352(9131):854-865.

Kabadi UM. United Kingdom prospective diabetes study: a different
perspective. Endocr Pract. 2002;8(1):61-64.

Holman RR, Paul SK, Bethel MA, et al. 10year follow-up of intensive
glucose controlintype2 diabetes. N EnglJ Med. 2008;359(15):1577—-1589.

Naci H, Basu S, Yudkin JS. Preventing cardiovascular events with
empagliflozin: at what cost? Lancet Diabetes Endocrinol.2015;3(12):931.

Udaya M Kabadi. Improved All Cause and Cardiovascular Mortality and
Morbidity by Empagliflozin: Too Good to Be True! Journal of Diabetes
Mellitus. 2016;6:132—135.

Citation: Kabadi UM. SGLT2 inhibitors: far too many cautions and alerts and limited efficacy. | Diabetes Metab Disord Control. 2016;3(5):90-94.
DOI: 10.15406/jdmdc.2016.03.00077


https://doi.org/10.15406/jdmdc.2016.03.00077
http://www.ncbi.nlm.nih.gov/pubmed/26074321
http://www.ncbi.nlm.nih.gov/pubmed/26074321
http://www.ncbi.nlm.nih.gov/pubmed/26074321
http://www.ncbi.nlm.nih.gov/pubmed/24026259
http://www.ncbi.nlm.nih.gov/pubmed/24026259
http://www.ncbi.nlm.nih.gov/pubmed/24026259
http://www.ncbi.nlm.nih.gov/pubmed/24740468
http://www.ncbi.nlm.nih.gov/pubmed/24740468
http://www.ncbi.nlm.nih.gov/pubmed/24740468
http://www.ncbi.nlm.nih.gov/pubmed/9742976
http://www.ncbi.nlm.nih.gov/pubmed/9742976
http://www.ncbi.nlm.nih.gov/pubmed/9742976
http://www.ncbi.nlm.nih.gov/pubmed/9742976
http://www.ncbi.nlm.nih.gov/pubmed/9742977
http://www.ncbi.nlm.nih.gov/pubmed/9742977
http://www.ncbi.nlm.nih.gov/pubmed/9742977
http://www.ncbi.nlm.nih.gov/pubmed/9742977
http://www.thelancet.com/journals/landia/article/PIIS2213-8587(15)00439-8/abstract
http://www.thelancet.com/journals/landia/article/PIIS2213-8587(15)00439-8/abstract
http://www.scirp.org/journal/PaperInformation.aspx?paperID=65678
http://www.scirp.org/journal/PaperInformation.aspx?paperID=65678
http://www.scirp.org/journal/PaperInformation.aspx?paperID=65678

	Title
	Abstract
	Introduction
	Conclusion
	Acknowledgements
	Conflict of interest 
	References

