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Which antidiabetic medication

cause or promote DKA in therapeuti
use?

Liraglutide |A
Canagliflozin|B

Sitagliptin|C
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When following the package ins

instruction for preparing IV N-

acetylcysteine (Acetadote ®), how o
will the resulting solution have the
intended dose (with 10%).
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A 25 y/o man presents with nausea, vomiti
abdominal pain. He has history of cyclic vo

His social history includes occasional alcohol u

and daily marijuana but no other iliicit drugs. His
labs show elevated BUN/Cr ratio and elevated urine
Spec Grav, but otherwise normal CMP. The
treatment least likely to relieve symptoms is:

Prochlorperazine

Ondansetron
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For a 65 y/o woman weighing 100 kg h
stable on Digoxin for several years. Sh
presents feeling unwell and has sinus

4 bradycardia at 52, [K+] of 5.4 mmol/L,
[creatinine] of 1.6 mg/dL (140 umol/L) and
serum [digoxin] of 4 ng/mL. The dose of Digoxin
Fab fragments should be:

1 vial (40 mg)

2 vials (80 mg)
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A patient chronically taking lith
carbonate for bipolar disorder take
deliberate overdose of his own
medication. His BMP shows no
indication of AKI. What laboratory
result should motivate hemodialysis?

[Li+] > 2.5 mmol/L
[Li+] > 3.6 mmol/L
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ODbjectives

ADescribe two potential adverse drug reactions associat
with newer antidiabetic medications.

ADescribe the key features and potential treatments for
cannabinoid hyperemesis syndrome (CHS)

APropose a safer and more consistent method of antidot
treatment for acetaminophen toxicity.

ADiscuss recent literature regarding antidotal treatment ¢
digoxin toxicity

ADiscuss recent literature on thresholds for dialysis for
treatment of lithium toxicity.



Antidiabetic drugs: new drugs,
new problems

ACanagliflozin ASitagliptin
AEmpagliflozin ASaxagliptin
ADapagliflozin ALinagliptin
ARemogliflozin AVildagliptin

ASotagliflozin



Sodium Glucose Transpor2inhibitors

Lumen< Blood
Glucose Glucose
. @ S1 proximal
( - tubule

Na* and ) e K*
glucose at 1 Na :‘E’-' Na*
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ACanagliflozirfinvokan®)

ADapagliflozinFarxig®)

AEmpagliflozir(Jardiance®)
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SGLT2 inhibitors
up to 90% — Canagliflozin
— Empagliflozin
Glucose
filtration _ Distal
Proximal
Amount of tubule

tubule

filtered glucose
e g SGLT1:

depending on

i ~ 10%
glycemia and
renal blood Glucosg ]
fiov reabsorption: Collecting
mainly via SGLT2 duct

in segment S1 of

proximal tubule Henle
loop
— Concept of Normal
renal threshold U ohysiology:
no glucosuria

v

UGE
(reduced
efficacy in
case of renal
impairment)

ScheemJ. Evaluating SGLT2 inhibitors for type 2 diabetes: pharmacokinetic and toxicological

considerations.ExpertOpinDrugMetab Toxicol (2014;10(5):64663




Time after presentation (hours)

Patient 1 0 3 6.5 10 12
_ Na+ (nmol/L) 142 146 148 144 142
55 ylo F with T2DM on, mon) 43 42 45 4 46
canagliflozirB00 mg ¢, ;mou) 102 115 119 117 117
dally. HCO3(mmollL) g+ 10 12* 17 17
Anion gap 32* 21* 17* 10 8
- BUN (mg/dL 43 39 34 31 27
Nausea, vomltlng, Creati(nir?e(m)g/dL) 1.92* 1.31* 1.16* 0.98 0.88
polyurla o_ver 24, Glucose(mg/dL) 366* 287* C C C
tachycardia,
: B-OHB(mmolL) |12.43* G G q
hypotension, dry
mucosa & epIgastric  ssr qun) 18 12 c ¢ ¢
abdominal pain. ALT (U/L) 27 18 c
Lipase (U/L) 164* G S TOXICOLOGY
VBG pH 7 09* C g COMMUNICATIONS
VBG pCOmmHg) | 29* C G
VBG pQ(mmHg) 44 C G
VBG HCOmmollL)| 8.8* C C
Chai PR, Bonney BlphmE, Boyer EVBabuKM. Canagliflozin
associated diabetic ketoacidosis: a case reploxkicol
Commur2017; 1(1):25.




Time after presentation (hours)

54 y/o M T1DM on
Humalog 25/35 units S(
BID,Albiglutide50 mg
daily, &Canagliflozin
300mg daily.

Abdominal pain, nauses
vomiting, tachycardia,
tachypnea. His dry
mucosa & epigastric
tenderness.

Patient 2 0 2.5 5 8 14
Na+ (hmol/L) 137 138 134 134 132
K+ (mmolL) 4.7 4.5 4.1 3.9 4.2
Ck(mmol/L) 102 112 C 111 110
HCO3(mmolL) 8* 11* Ox 16 20
Anion gap 27* 15* C 4 2
BUN (mg/dL) 19 15 12 9 6
Creatinine(mg/dL) | 0.76 0.65 0.71 0.62 0.48
Glucose(mg/dL) 327 249* 334* 235 103
B-OHB(mmol/L) 15.35* ¢ G G G
AST (IU/L) C 8 C G
ALT (IU/L) C C 8 C q
Lipase (U/L) C C 14 C C
VBG pH 7.15* C 7.15% G G
VBG pCQ(mmHg) | 29* C 30* C C
VBG pQ(mmHg) 81 C 65 C C
VBG HCOmmolL)| 10* C 10.2* C q

Chai PR, Bonney BlphmE, Boyer EVBabuKM. Canagliflozirassociated diabetic
ketoacidosis: a case repoifoxicolCommur017; 1(1):25.



A In the Absence of an SGLT2 Inhibitor

symptoms
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Cascade of clinical events and metabolic changes leading to euDKA

SGLT2

Rapid inhibitors A\
development . lipid oxidation )
ugxyzem lipolysis and 5\
glucagon &\
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Rosenstocld,FerranniniE.Euglycemidiabetic ketoacidosis: a predictable, detectable,
and preventable safety concern with SGLT2 InhibitBisbetes Car2015;38:1638L.642



