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Table 1 Annual mean (95 % Cl) number of SHEs in patients with T1 and T2 DM

Therapy Average number of SHEs per patient per year Probability of =1 SHE for a patient annually
I

Insulin pump 0.168 (0.123-0.237) 11.38 % (8.09 %-16.03 %)
Basal-bolus (basal insulin analogue) 0472 (0.252-1.055) 2137 % (11.30 %4297 %)
Basal-bolus (basal human insulin) 1.084 (0.530-2.900) 3377 % (17.93 %-67.53 %)
12

BOT analogue 0.113 (0.050-0.324) 555 % (232 %-1562 %)
BOT human 0.173 (0.072-0.600) 7.95 % (3.18 %-26.35 %)
Basal-bolus (basal insulin analogue) 0.080 (0.027-0.456) 478 % (1.21 %-27.04 %)
Basal-bolus (basal human insulin) 0554 (0.157-7.534) 3140 % (7.44 %-99.64 %)
Pre-mix insulin analogue 0092 (0.052-0.186) 623 % (341 %1249 %)
Pre-mix human insulin 0.299 (0.137-0.868) 1243 % (5.87 9%-31.85 %)
Sulfonylureas 0.045 (0.023-0.115) 3.57 % (1.91 %-7.56 %)

BOT Basal therapy combined with oral antidiabetic medication, SHE Severe hypoglycaemia event, T1, T2 DM Type 1, Type 2 diabetes mellitus
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Fig. 2 Ranges of hypoglycemia event rates in RWD studies  randomized controlled erial, RIWD  real-world  dara,
versus RCTs. Horizontal bars in i—iii show the ranges of  T1DM type 1 diabetes mellitus, T2DM type 2 diabetes
hypoglycemia raws as summarized in Table 2 RCT  mellitus
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Healthy eating, weight control, increased physical activity

More complex

“>insulin strategies

o Lorea | o Lopei |

or
o e | - o]
o |

If combination therapy that includes basal insulin has failed to achieve HbA, _target after 3-6 months,

proceed to a more complex insulin mmgz. ugﬂlneonbinaﬁmwlﬂwonoonwononhwlin m:

or| TZD l
or I Insulin l

(- Initial drug -
, monotherapy Metformin
1 Efficacy ( HbA,.) high.-
1 Hypoglycemia low risk
1 Weight neutral/loss
: Side effects Gl/ lactic acidosis
Costs low
! If needed to reach individualized HbA, after ~3 months, proceed to two-drug combination
! order not meant. t':m an i ce):
: Metformin Metformin Metformin Metformin Metformin
I _ Two-dru = > & s -
= Rrslas. DPP-4 Inhibitor
, combinations i
: Efficacy (! HbA,) intermediate .
" Hypoglycemia IOW HSK oo
| Weight gain -| neutral .
| Major side effect(s) ‘edema, HF, Fx's rare
\ Costs fhigh T high .|
|
1 If needed to reach individualized HbA, target after ~3 months, to three~drug combination
1 (order not mz?rft bmetdenote any specific pmfemnoom ) i
! Metformin i Metformin Metformin Metformin
: + + + +
,  Three-drug Sulfonylurea DPP-4 Inhibitor (| [[GLP-1 receptor f] [insulin (usually
1 combinations + + agonist basal)
1 LEE
1 suU . su TZD
! [z | | s _ff] [ =
1
1
1
)
1
1
|
]
1
1
]

Insulin
(multiple daily doses)




Initiate Basal Insulin

Usually with metformin +/- other noninsulin agent

Start: 10 U/day or 0.1-0.2 U/kg/day
Adjust: 10-15% or 2-4 units once or twice weekly to reach FBG target

For hypo: Determine & address cause; if no clear reason for hypo,
¥ dose by 4 units or 10-20%

If A1C not controlled, consider
combination injectable therapy

Add 1 rapid-acting

insulin injection before
largest meal

Start: 4 units, 0.1 U/kg, or 10%
basal dose. If A1C <8%, consider
¥ basal by same amount

Adjust: » dose by 1-2 units or
10-15% once or twice weekly
until SMBG target reached

For hypo: Determine and
address cause; if no clear reason
for hypo, ¥ corresponding dose

-— changing to alternative

by 2-4 units or 10-20%

If A1C not controlled,
advance to basal-bolus

\

Add >2 rapid-acting

insulin injections before
meals (‘basal-bolus’)

Start: 4 units, 0.1 U/kg, or 10%
basal dose/meal. If A1C <8%,
consider ¥ basal by same amount

Adjust: ® dose(s) by 1-2 units or
10-15% once or twice weekly to
achieve SMBG target

For hypo: Determine and
address cause; if no clear reason
for hypo, ¥ corresponding dose

-=4— changing to alternative

by 2-4 units or 10-20%

Y

Add GLP-1RA

Change to premixed

insulin twice daily (before
breakfast and supper)

If not tolerated or A1C
target not reached,
change to 2 injection
insulin regimen

If goals not met, consider
— =

insulin regimen

If goals not met, consider
— =
insulin regimen

Start: Divide current basal dose
into % AM, ¥ PM or %2 AM, 2 PM

Adjust: t dose by 1-2 units or
10-15% once or twice weekly
until SMBG target reached

For hypo: Determine and
address cause; if no clear reason
for hypo, ¥ corresponding dose
by 2-4 units or 10-20%

If A1C not controlled,
advance to 3rd injection

\

Change to premixed

analog insulin 3 times daily
(breakfast, lunch, supper)

Start: Add additional injection
before lunch

Adjust: » doses by 1-2 units or
10-15% once or twice weekly to
achieve SMBG target

For hypo: Determine and
address cause; if no clear reason
for hypo, ¥ corresponding dose
by 2-4 units or 10-20%




Non-insulin regimens

| Number of  Regimen
|| injections  complexity

/ ~ Basal insulin only
(usually with oral agents)

<’
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1 Low
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Basal insulin Pre-mixed insulin
+ 1 (mealtime) twice daily
rapid-acting

insulin injection

Mod.

Basal insulin

+ 22 (mealtime)
rapid-acting insulin
injections
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More flexible Less flexible Flexibility




Non-insulin regimens
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Basal insulin Pre-mixed insulin

+ 1 (mealtime) GLP1 Analog@ twice daily
rapid-acting

insulin injection /
Basal insulin
+ 22 (mealtime)
rapid-acting insulin
injections




Non-insulin regimens
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Basal insulin

+ 1 (mealtime)
rapid-acting
insulin injection

!

Basal insulin

+ 22 (mealtime)
rapid-acting insulin
injections

Basal insulin only
(usually with oral agents)

GLP1 Analog & twice daily
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Pre-mixed insulin

PremixX 3



Non-insulin regimens
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Basal insulin only

,:" (usually with oral agents)

\

) |
Basal insulin Pre-mixed insulin
+ 1 (mealtime) GLP1 Analo £7 twice daily
rapid-acting

insulin injection

Basal insulin
+ 22 (mealtime)
rapid-acting insulin
injections

\ 4 PremixX 3
— TyaH®xyl 3







