Risk of CKD progression, frequency of visits, and referral to nephrology according to GFR and
albuminuria.

Albuminuria categories
Description and range
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[CKD is classified based on:
Cause (C) Al A2 A3
GFR (G)
Albuminuria (A) Normal to mildly Moderately .
: . Severely increased
increased increased
<30 mg/g 30-299 mg/g >300 mg/g
<3 mg/mmol 3-29 mg/mmol >30 mg/mmol
; Treat Refer*
G1 [Normal or high >90 1 if CKD 1 )
. Treat Refer*
G2 [Mildly decreased 60-89 1 if CKD 1
GFR categories | G3a Mildly to moderately %0 Treat Treat
(ml/min/1.73m?) decreased 1
Description and Moderately to Treat
range G3b 30-44
severely decreased
G4 |Severely decreased 15-29
G5 |Kidney failure <15

A

American
Diabetes
.Association.



Glucose-lowering medication in type 2 diabetes: overall approach.

FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF!
CONSIDER INDEPENDENTLY OF BASELINE
A1C OR INDIVIDUALIZED A1C TARGET
IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW
HF OR CKD
ASCVD PREDOMINATES \!; J, \L
PREDOMINATES \
= Particularly HFrEF ' , : ’ S ' COMPELLING NEED TO
* Established ASCVD (LVEF <45%) COMPELLING NEED TO MINIMIZE - ;
: : ; g MINIMIZE WEIGHT GAINOR COST MAJOR ISSUE®"
* Indicators of high ASCVD risk = CKD: Specifically éGFR 30-60 HYPOGLYCEMIA PROMOTE WEIGHT LOSS s
(aeezﬁwmwmw:ymrv. mL/min/1.73 m? or UACR
carotid or lower extrem >30 mg/g, particularty R
artery stenosis >50%, or LVH) UACR >300 mg/g
. DPP-4i GLP-1RA SGLT2R 0 GRS vt sue TZD®
good efficacy
T SGLT2¢
PREFERABLY ¥ " ¥ ¥ kg o T
PREFERABLY SGLT2i with evidence of reducing KAIC KAIC KAIC HAIC
GLP-1 RA with proven HF andlor CKD progressionn abovetarget | | abovetarget | | abovetarget | | abovetarget I T—
/ CVOTs if 6GFR adequats® [ ] )
_______ e B [ Sty et } 2 R 72 £A1°m-n-:b 2 v
GLP-1 RA SGLT2F
If SGLT2i not tolerated or
P
%Lmlmmmbﬂwﬂt‘ ndicated or If 6GFR less SGLT2R SGLT2i OR OR
than adequate?add GLP-1 RA with OR OR DPP-4i DPP-4i GLP-1 RAwith TZD® sue
proven CVD benefit! OR OR good efficacy
T2 TZ2D SGLT2R
I — v ] 5 T 5 ™ GLP-1RA forwoih
1 A1C above target I I
‘ ol [ If A1C above target ] b ¥ R 2 N <4 &
4 7 | 1f A1C above target I 4 4 I 1t A1C above target I
If further intensification is required or = Avoid TZD in the setting of HF KA1
pationt s now uneble totolerate | [ 0o v | Catovetarget | ¥ b
GLP-1 RA and/or SGLT2, choose | | S1oose agents g [ Continue with addition of other agents as outlined above l ¥4 ¥
oV 5 safety:
agents demonstrating CV safety: « For pati ona SGLTZi, \&, If quadruple therapy required, = Insulin therapy basal insulin
* For patients on a GLP-1 RA, consider adding GLP-1 RA or SGLT2i and/or GLP-1 RA not with lowest acquisition cost
consider adding SGLT2i with proven CVD benefit! I HAIC above target l tolerated or contraindicated, use OR
with proven CVD benefit' « DPP-4i ot seenghpti) < regimen with lowest risk of = Consider DPP-4i OR SGLT2i
* DPP-4i if not on GLP-1 RA in the setting of HF (f weight gain with lowest acquisition cost®
* Basal insulin* not on GLP-1 RA) Consider the addition of SU® OR basal insulin: PREFERABLY
= TZDS = Basal insulin* = Choose later generation SU with lower risk of hypoglycemia DPP-4i (f not on GLP-1 RA)
= SU° = SU* = Consider basal insulin with lower risk of hypoglycemia” based on weight neutrality
1. Proven CVD benefit means it has label indication of reducing CVD events 6. Choose later generation SU to lower risk of hypoglycemia, \b
2. Be aware that SGLT2i labelling varies by region and individual agent with Glimepkide has shown simiar CV safety to DPP-4l f DPP-4i not tolerated or
regard to indicated level of éGFR for initiation and continued use 7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin contraindicated or patient already
3 and have shown in HF and to 8. > > on GLP-1 RA, cautious addition of:
reduce CKD progression in GVOTs. Canaglifiozin has primary renal outcome data from 9. 1 no specific comorbidities {.6. no sstablished CVD, low risk of hypoglycemia
CREDENCE. Dapagiifiozen has primary heart failurs outcome data from DAPA-HF and lower priortty o avold welght gein or no welght-related comorbidties) » SU® « TZD® - Basal insulin
& Daghuieo of U100 glargine have demonstrated CVI asfety 10. Conslder country- and reglon-specific cost of drugs. In some countries
5. Low dose may be better tolerated though less wel studied for CVD effects TZDs relatively more expensive and DPP-4i relatively cheaper LVH = Left Vertricular Hypertrophy; HFrEF = Heart Falurs recuced Ejection Fraction
t these become new clinical glucose-lowering medications. UACR = Urine Albumin-to-Creatinine Ratio; LVEF = Left Ventricular Ejection Fraction
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Intensifying to injectable therapies.

Use Principles in Figure 9.1, including reinforcement of behavioral
interventions (weight management and physical activity) and provision
of DSMES to meet individualized treatment goals

Consider GLP-1 RA in most patients prior to insulin®

: Initiate dose for agent selected (varies within class)
: Gradual titration t dose (varies within ct

If already on GLP-1 RA or if GLP-1 RA
not appropriate OR insulin preferred

Add basal insulin®
Choice of basal insulin should be based on patient-specific considerations, includ
Refer to Table 9.3 for insulin cost information.

J

Add basal analog or bedtime NPH insulin
INITIATION: Start 101U a day OR 0.1-0.2 IU/kg a day
TITRATION:

* Set FPG target (see Section 6: Glycemic Targets)

= Choose evidence-based titration algorithm, e.g., increase 2 units every 3 days to
reach FPG target without hypoglycemia

« For hypoglycemia determine cause, if no clear reason lower dose by 10-20%

¥,

If on bedtime NPH, consider converting to
twice-daily NPH regimen
Conversion based on individual needs and current
glycemic control. The following is one possible approach:
INITIATION:

‘Add prandial insulin®
Usually one dose with the largest meal or meal with greatest PPG excursion; prandial
insulin can be dosed individually or mixed with NPH as appropriate

INITIATION: TITRATION: » Total dose = 80% of current bedtime NPH dose
* 41U a day or 10% of basal * Increase dose by 12 1U or * 2/3 given in the morning

insulin dose 10-15% twice weekly = 1/3 given at bedtime
= If A1C <8% (64 icle = For ia determine Y

lowering the basal dose by 4 U a cause, if no clear reason lower ITRATION:

day or 10% of basal dose cortesponding dose by 10-20%

» Titrate based on individualized needs

¥ ¥ N2

Stepwise additional Consider self-mixed/split insulin regimen Consider twice daily premix
injections of Can adjust NPH and short/rapid-acting insulins insulin regimen
prandial insulin separately INITIATION:
(l.e.._ lwo l!';e_n Ir)ree INITIATION: * Usually unit per unit
additional injections) » Total NPH dose = 80% of current NPH dose ot the:same total
: insulin dose, but may
¢ » 2/3 given before breakfast require adjustment to
= 1/3 given before dinner individual needs
Proceed to full = Add 4 IU of short/rapid-acting insulin to each TITRATION:
basal-bolus regimen injection or 10% of reduced NPH dose « Thtrate based on
(. basal insulin and TITRATION: individualized needs
prandial insulin with « Titrate each component of the regimen
each meal) based on individualized needs

Consider insulin as the first injectable if evidence of present, when A1C levels (>10% (86 mmol/mol]) or blood glucose levels
(2300 mg/dL [16.7 mmol/L]) are very high, or a diagnosis of type 1 diabetes is a possibility.

When selecting GLP-1 RA, consider: patient preference, A1C lowering, weight-lowering effect, or frequency of injection. If VD, consider GLP-1 RA with proven CVD benefit,

For patients on GLP-1 RA and basal insulin combination, consider use of a fixed-ratio combination product (iDeglira or iGlarLix).
Consider switching ing NPH to a basal if the patient devel i
with an AM dose of a long-acting basal insulin.

frequently forget: ister NPH in the ind would be better managed

If adding prandial insulin to NPH, consider initiation of a self-mixed or premixed insulin regimen to decrease the number of injections required.
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