Type 2 Diabetes Medications:

Recent Updates and Focus on Injectable Options
October 10, 2018
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Lexi-comp. Accessed 9-18-2018

Ozempic.com. Accessed 10-2-2018



Lexi-comp. Accessed 9-18-2018
Admelog.com. Accessed 10-2-2018
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New product



New product: ertugliflozin combination
products

1 2,000 mg/day)

ertugliflozin 5 mg/day and similar dose of metformin
metformin 1000 mg/day and similar dose of ertugliflozin
same total daily dose of ertugliflozin and similar dose of metformin

500 mg or metformin 1000 mg

500 mg or metformin 1000 mg

Lexi-comp. Accessed 9-18-2018



New product: ertugliflozin combination
products

Lexi-comp. Accessed 9-18-2018




Lexi-comp. Accessed 9-18-2018
Bydureon.com/bydureon-bcise. Accessed 10-2-2018




New product: insulin aspart (Fiasp®

7 NDC 0169-3201-11

Fiasp®

¢ (insulin aspart
Injection)

00 units/mi (U198
For subcutaneous

intravenous we_
10 me L

Lexi-comp. Accessed 9-18-2018
Fiasppro.com. Accessed 10-2-2018



Recent FDA Safety Communications:

s




FDA Drug Safety Communication: 8-29-2018




Necrotizing fasciitis of the perineum:
What you need to know and do

FDA Drug Safety Communication: 8-29-2018




Increased Risk of Leg and Foot Amputations with
Canagliflozin (Invokana, Invokamet, Invokamet XR

FDA Drug Safety Communication: 5-26-2017




Increased Risk of Leg and Foot Amputations with
Canagliflozin (Invokana, Invokamet, Invokamet XR

FDA Drug Safety Communication: 5-26-2017




Increased Risk of Leg and Foot Amputations with
Canagliflozin (Invokana, Invokamet, Invokamet XR

FDA Drug Safety Communication: 5-26-2017




Increased Risk of Leg and Foot Amputations with
Canagliflozin: What you need to know and do

FDA Drug Safety Communication: 5-26-2017




FDA Drug Safety Communication: 6-2016

Communications
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Historical FDA Drug Safety Communications:
Too much acid in the blood and serious UTls

FDA Drug Safety Communication: 12-2015




Historical FDA Drug Safety Communications:
Bone fracture risk and decreased bone mineral density
with canagliflozin

FDA Drug Safety Communication: 9-2015
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www.gastrojournal.org. Accessed 10-2-2018



GLP-1 agonists: Precautions
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UpToDate. Accessed 9-18-2018
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of 71 about a month ago




Patient Case - 5/5/2017

5/5/2017

2/28/2017
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GLP-1 Agonists: Currently Available




GLP-1 agonists: Administration

|

Lexi-comp. Accessed 10-2-2018




Patient Case - 5/5/2017

5/5/2017
2/28/2017
11/29/2016
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. Glipizide - « Discontinue
decreased to albiglutide
10 mg twice  Initiate
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» No change « No change: . No change
e Patientto liraglutide
track 1.2 mg daily,
diet/activity lipizide 10
mg twice
daily,
.,.,:z:ff:fif:: metformin SA

1500 mg daily
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Patient Case

e Increase » Pt agreeable » Discontinue
liraglutideto = | to adjusting liraglutide
1.8 mg daily bedtime . Initiate

snack (often dulaglutide
eating chips) 0.75 mg once
weekly



tide 12-21
ide IR

ide ER
iraglutide 18-20
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Semaglutide
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ommon Adverse Events

10-12

Lexi-comp. Accessed 10-2-2018




Patient Case

e No change

e Continue dulaglutide
0.75 mg once weekly,
glipizide 10 mg twice
daily, metformin SA
1500 mg daily

e No change
e Recheck A1c 10/2018




U-500 and Concentrated

Insulins




Patient Case
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Patient Case

G

Diet poorly controlled and refuses dietitian consult

Reports compliance isn’t great and he will frequently forget his
insulin

Asked to improve diet and to work on remembering to take his
insulin when indicated prior to next visit




Patient Case - 4/20/17

LUNCH
15¢

154

d l 1cl

* Improved compliance e
152
170

* Increased insulin glargine to 60 units BID and 20&

discussed U-500 which he was willing to try 14:

170
117
286

158

* Trying to work on reducing portion sizes

AVERAGE 182
OVERALL AVERAGE




Patient Case - 5/8/17

 Blood sugars remain elevated

e |[nsulin glargine 60 units BID + insulin aspart
40 units TID with meals (TDD 240 units)

» Agreeable to switching to U-500

 Discontinued insulin glargine and insulin
aspart

* Initiated U-500 Kwik Pen
e 95 units with breakfast
e 70 units with lunch
« 70 units with dinner







HumuLIN R U-500 Kwik Pen

Humulin R U-500, Eli Lilly. 1997
Lexi-Comp. Accessed 9-4-18.




Kinetics/Pharmacodynamics

Onset of action: <15 minutes

50 unit dose - 4 hours

<— Average peak:
100 unit dose - 8 hours

Ve

& Duration: 13-24 hours (average 21 hours)

B Average half-life: 4.5 hours
A\ Hypoglycemia can develop as long as 18-24 hours after injection

Humulin R U-500, Eli Lilly. 1997
Lexi-Comp. Accessed 9-4-18.



Transitioning
from U-100
to U-500

STEP 1: Determine Starting Dose!

Patient A1C <8% OR patient’s mean
SMPG <183 mg/dL within the past 7 days

Start at 80% of final Start at 100% of final
U-100 total daily dose U-100 total daily dose

NOTE: After calculating total daily dose, round down to the nearest
increment of 5.

Humulin R U-500, Eli Lilly. 1997
Lexi-Comp. Accessed 9-4-18.



STEP 2: Determine Dose Proportions!

TID Dose Proportions BID Dose Proportions

0% 607t

0%
30% 0%

Administer 30 minutes before meals.
Decrease dose by half if meal is skipped.

Humulin R U-500, Eli Lilly. 1997
Lexi-Comp. Accessed 9-4-18.



Dose Adjustments

INSULIN DOSE
TO ADJUST

PRE-BREAKFAST

PRE-LUNCH

PRE-DINNER

PLASMA-EQUIVALENT
GLUCOSE VALUE*

MEDIAN'® PRE-LUNCH SMPG

MEDIAN'® PRE-DINNER SMPG

MEDIAN® PRE-BREAKFAST SMPG

SMPG (mg/dL)

<70¢

71-130

131-180

181-220

>220

DOSE TITRATIONT
-10%

No change in dose
+5%
+10%

+15%

Humulin R U-500, Eli Lilly. 1997
Lexi-Comp. Accessed 9-4-18.



Dose Adjustments

INSULIN DOSE PLASMA-EQUIVALENT
TO ADJUST GLUCOSE VALUE*

PRE-BREAKFAST MEDIAN®PRE-DINNER SMPG

PRE-DINNER MEDIAN® PRE-BREAKFAST SMPG

SMPG (mg/dL)
<70*
71-130
131-180
181-220

>220

DOSE TITRATION?
-10%

No change in dose

+5%

+10%

+15%

Humulin R U-500, Eli Lilly. 1997
Lexi-Comp. Accessed 9-4-18.



Prioritize dose adjustments for
hypoglycemia versus dose |

May titrate both BID doses at same visit

B

D

Titrate no more than 2 of 3 TID doses at
the same visit

G20

. May require overnight checks if dose

Check blood glucose before each meal
and at bedtime

D o e oo

was increased within the past 48 hours

Humulin R U-500, Eli Lilly. 1997
Lexi-Comp. Accessed 9-4-18.



Patient Case
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i Tresiba, Novo Nordisk. 2015.
Lexi-Comp. Accessed 9-21-18
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Tresiba, Novo Nordisk. 2015.
Lexi-Comp. Accessed 9-21-18




Tresiba, Novo Nordisk. 2015.
Lexi-Comp. Accessed 9-21-18







Insulin glargine (Toujeo

Toujeo, Sanofi-Aventis. 2018.
Lexi-Comp. Accessed 9-26-18.




Insulin glargine (Toujeo)

Maximum dose: Maximum dose:
160 units per mjection . 80 umnits per injection

Adjust your dose in:
1 unit increments

Adjust your dose in:
2 unit increments

Units per pen: 450

s =F .
Toueo” (BED sowsia
anukn g e mjec bon

Units per pen: 200

-

Max SoloStar SoloStar

The Max SoloStar pen 1s recommended for patients who need at least
20 units of msulin per day.

Toujeo, Sanofi-Aventis. 2018.



Kinetics/Pharmacodynamics

Toujeo, Sanofi-Aventis. 2018.
Lexi-Comp. Accessed 9-26-18.




chieve the same

Toujeo, Sanofi-Aventis. 2018.
Lexi-Comp. Accessed 9-26-18.




Patient Case




Patient Case

*« 9/19/18 o
» Continues to try to work on his diet and is ilsg
following with mental health due to his .
depression 14-Sep
15-5e
« Average BG is 179mg/dL A
17-5e
lﬁ—EEE
« INCREASE insulin degludec (200 U/mL) to 120 Euektes
un-its da]ly OVERALL AVERACE

* INCREASE insulin aspart to 40 units before
meals + correction factor



References

: Sanofi-Aventis; 2018.







