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Kliniskar leidbeiningar SS 2 "19

ADA/EASD (American Diabetes Association/ European Association for the Study of Diabetes)
okt.”18 https://link.springer.com/content/pdf/10.1007/s00125-018-4729-5.pdf

ADA - http://care.diabetesjournals.org/content/42/Supplement_1 - Jan. "18
CDA (Canadian Diabetes Association) - https://guidelines.diabetes.ca/cpg/chapterl3

Seensku (Socialastyrelsens riktlinjer) — okt. 18 -
http://www.socialstyrelsen.se/Lists/Artikelkatalog /Attachments/21113/2018-10-25.pdf

Norsku (Nasjonal faglig retningslinje for diabetes) - sept. 2018 -
https://helsedirektoratet.no/retningslinjer/diabetes

Donsku (Endokrinologisk Selskab og Dansk Selskab for Almen Medicin) - 2018
https://vejledninger.dsam.dk/media/files/4/guidelines-2018-final.pdf

Bresku NICE leidbeiningarnar - (Nationell Institute for Health and Care Excellence) May 2017
https://www.nice.org.uk/guidance/ng28 - Diabetes type 2 Pathways (Last updated July 2018) —
https://pathways.nice.org.uk/pathways/type-2-diabetes-in-adults

ADS (Australian Diabetes Society) - név. "18 http://t2d.diabetessociety.com.au/plan/
https://diabetessociety.com.au/position-statements.asp
https://diabetessociety.com.au/documents/T2DTreatmentAlgorithm18112018.pdf



https://guidelines.diabetes.ca/cpg/chapter13
http://www.socialstyrelsen.se/Lists/Artikelkatalog/Attachments/21113/2018-10-25.pdf
https://vejledninger.dsam.dk/media/files/4/guidelines-2018-final.pdf
https://www.nice.org.uk/guidance/ng28
https://pathways.nice.org.uk/pathways/type-2-diabetes-in-adults
http://t2d.diabetessociety.com.au/plan/
https://diabetessociety.com.au/position-statements.asp

Meginverkun SS 2 lyfja a blédsykur

Metformin - { sykur frd lifur - 1 insdlinnaemi i vefjum

SU + Repaglinid - 1 insulinlosun

Pidglitazon - I insulinneemi i vefjum

DPP-4 hemlar - |, nidurbrot GLP-1 og GIP - " insulin- og
J glucagonlosun

ol A

V1

SGLT-2 hemlar - auka sykurutskilnad i nyrum

o

Inkretinhermar/GLP-1 RA - 1 insulin- og {, glucagonlosun
7. Insulin - 1 insdlin

- DPP-4 hemlar hemja nidurbrot GLP-1 og gera pvi ekkert gagn med
Inkretinhermum/GLP-1 RA
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Metformin leekkar danartidni og
storaedasjd.. skv. UKPDS. En nylegar
metaanalysur??

SU (Glimeryl/Amaryl, Diamicron
uno/Gliclazid krk) syndi ekki ahrif 4
danartidni né stéraedasjd. i UKPDS, en
jakveed Legacy ahrif. Faraldsfr. Neikv. sbr.
vid Metformin.

Januvia og Galvus hafa ekki synt aukna
ahaettu mtt storaedasjukddms (EAST).

Trajenta?
Bara Empaglifozin! (Jardinance). Forxiga

EAST og faekkar innl. v. hjartabilunar.
Steglatron?.

Minnkar tidni storaedassjukdoma oqg
sennileqa lika ddnartidni.2°

Victoza leekkar ddnart. og storaedasjd.??
Ozempic feekkar stroke. Lyxumia og
Byetta EASTs.22

Insulin hafdi ekki ahrif a danartidni eda
storaeedar i UKPDS, en syndi + Legacy ahrif.
Lantus og Tresiba 100 ekki aukin ahaetta




GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)
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Hornsteinar medferdar eru alltaf
lifsstilsmedferd (bmt pyngdarstjornun og
hreyfing) og metformin.

9kq leekka HbA1c um 0.9%

Aflraunir og sprikl A= pPvimeira sprikl pvi
laekkar HbAlc um 0.6% betra!

Running wild in Kensington park &




Adaladherslur EASD/ADA

3. Val a sykursykislyfium styrist nu af hvort sj.
med storaedasjd., kroniskan nyrnasjukdom eda
hjartabilun sbr. nyjustu rannsoknir.




Fyrsta skrefid er a0 meta hvort viokomandi tilheyri
bessum ca. 30% sem eiga vi0 ad etja
e0akdlkunarsjukdém:

* Storaedasjukdom? eda « Langvinnan
nyrnasjukdém?

B g * Hjartabilun?




Sykursjukir lifa almennt 4 - 6 arum
skemur og adaldanarorsok peirra
eru kransaedasjukdomar.

Riflega 1/5 af UKPDS sj. fengid hjartadfall eda
heilablodfall innan 10 ara.

Vilbergsson S, Sigurdsson G, Sigvaldason H, Sigfusson N. Coronary heart disease mortality amongst non-insulin-dependent diabetic
subjects in Iceland: the independent effect of diabetes. The Reykjavik Study 17-year follow up. J Intern Med 1998;244(4):309-16.



Af hverju?

SGLT-2 hemlar: Empagliflozin
(Jardinance)

Empaglifozin synt sig laekka
ddnartioni i
storaedasjukdomum (um 38%)
og heildarddnartioni (um 32%)

ad 3 arum hja sjuklingum med
storaedasjdukdom.

Einnig faekka innlobgnum v.
hjartabilunar (um 35%) og
minnnka versnun kroniskrar
nyrnabilunar.

Inkretinhermar(GLP1-RA): Liraglutid
(Victoza) (? Semaglutide(Ozempic))

Liraqutid leekkar
heildarddnartidni (um 22%) og
danartidni i storeedasjukdom
(um 15%), hjd einstaklingum i
mikilli dheettu .

Virdist einniqg haegja d versnun
LNS/CKD

Semagqlutide laekkar ,,non-fatal
stroke” um 39%, en hefur ekki
marktaek ahrif a danartidni




EMPA-REG

Time to first renal event (secondary outcome)
Doubling of the serum creatinine level, the initiation of renal-replacement therapy, or death from
renal disease

’1  HR=0.54", 95% CI: 0.40:0.75
6 p<0.001

Placebo

Empagliflozin

Cumulative probability of event
(%)

| I | I | |
0 6 12 18 24 30 36 42 48

Month

*Cl, confidence interval; HR, hazard ratio

Wanner et al. N Enal / Med 2016:375:323-34

SGLT-2 hemlar: Empagliflozin (Jardinance)



LEADER

Time to first renal event (secondary outcome)
Macroalbuminuria, doubling of serum creatinine, ESRD, renal death
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E | ! 95% CI (0.67-0.92)
f p=0.003
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0 6 12 18 24 30 36 42 48 54
Patients at risk Time since randomization (months)
Liraglutide 4668 4635 4561 4492 4400 4304 4210 4114 1632 454

Placebo 4672 4643 4540 4428 4316 4196 4094 3990

1613

43
The cumulative incidences were estimated with the use of the Kaplan—Meier method, and the hazard ratios with the use of the Cox proportional-hazard regression model. The data analyses are
truncated at 54 months, because less than 10% of the patients had an observation time beyond 54 months. Cl: confidence interval; ESRD: end-stage renal disease; HR: hazard ratio.

Marso SP et al. N Engl J Med 2016;375:311-322

Inkretinhermar(GLP1-RA) - Liraglutid (Victoza)




[ 1. Lifsstill grunnur medferdar. ]

[ 2. Metformin — ef ekki frabending ]

Storaedasjukdomur
eda langvinnur

nyrnasjukdomur (LNS)

til stadar?



http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/

Hjartabilun
eda LNS
meginvandi?

[ 1. Lifsstill grunnur medferdar. ]

[ 2. Metformin — ef ekki frabending ]

Storaedasjukdomur

eda langvinnur
nyrnasjukdomur (LNS)

til stadar?



http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/

Hjartabilun
eda LNS
meginvandi?

Storeedasjukdomur
eda langvinnur

nyrnasjukdomur (LNS)

til stadar?

3. —4. Annad hvort:

Liraglutio (Victoza) og
Semaglutide(Ozempic) — Sja tengil!

eda

SGLT2-hemlar. Empagliflozin
(Jardinance)

Hvor tveggja synt fram a jakvaeda
\virkni a storaedasjukdom.

Inkretinhermar(GLP1-RA) — Hér a landi

~

/



http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/

Storeedasjukdomur

eda langvinnur
nyrnasjukdomur (LNS)

til stadar?

Hjartabilun
eda LNS
meginvandi?

Ja

6. SGLT2-hemlar, sem synt fram a jakvaeda virkni a n)?rna-\
og hjartabilun. Hér a landi Empagliflozin (Jardinance), ef
ekki frabending

4. Inkretinhermar(GLP1-RA) — Hér Liraglutid (Victoza) og
Semaglutide(Ozempic) — Sja tengil!

\- /



http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/

LNS eda hjartabilun Storaedasjukdomur
6 SGLT2-hemlar, sem synt framh / 3.—4. Annad hvort: \

jakvaeda virkni é nyrna- og Inkretinhermar(GLP1-RA) — Hér a
hjartabilun. Hér d landi landi Liraglutid (Victoza) og
Empagliflozin (Jardinance), ef Semaglutide(Ozempic) — Sja tengil!
ekki frabending eda

4. Inkretinhermar(GLP1-RA) — SGLT2-hemlar. Empagliflozin

Hér Liraglutid (Victoza) og (Jardinance)
Semaglutide(Ozempic) — Sja

tenaill Hvor tveggja synt fram a jakvaeda
v - / \Lirkni a storeedasjukdom. /

[Veldu naestu lyf ut fra éryggi mtt storaedasjukdoms — sja nanari upplysingar i \
tenglum:

- DPP-4 hemla, ef ekki a Inkretinhermum(GLP1-RA)
- Glitazon — fordast i hjartabilun

- Insudlin -

(Insulmseytur (SU) )
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[Veldu naestu lyf ut fra 6ryggi mtt storaedasjukdoms — sja nanari upplysingar i \
tenglum:

- DPP-4 hemla, ef ekki a Inkretinhermum(GLP1-RA)

- Glitazon — fordast i hjartabilun

- Insulin -

Klnsuhnseytur (SU) )



http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
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Adaladherslur EASD/ADA

4. Einnig styrist valid af kliniskum breytum eins og
byngdarstjornun og ahaettu a sykurfalli.



Ef porf a ad minnka ahaettu mtt
sykurfalls, pa snyst valid milli:
3.-6.

- DPP-4 hemla, ef ekki a
Inkretinhermum(GLP1-RA)

- Inkretinherma (GLP1-RA)

- Glitazon — fordast i hjartabilun
- SGLT2-hemla

Ef pessi ekki duga til ad na
markmidum sykurstjornunar:
Insulinseytur (SU) eda Insulin

nyrnasjukdomur (LNS)

til stadar?

Storeedasjukdomur
eda langvinnur

ﬁérf a ad minnka pyngdaraukningu eda

3.4.

- Inkretinherma (GLP1-RA)
- SGLT2-hemla

Naest

5. DPP-4 hemla, ef ekki a
Inkretinhermum(GLP1-RA)

Ef bessi ekki duga til ad na markmidum
sykurstjornunar:

@Ifnseytur (SU), Glitazon — (fordast i

hjartabilun) eda Insulin

hjalpa til med pyngdartap, pa eru fyrstu ny:\

/



http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/

Metformin 1-2%

3 3 |
su 12 S er 3 I

Repaglinid 1-1,5 ? ? ? Ja
DPP4- Py .
- ? ? P
hemlar Epontiss ’ & ° ’ 2
SGLT2-
_ ? ? P i
| 051 §? ¥ 7 Nei

Pioglitason 0,5-1,4 (‘) ‘ ? Nei

GLP-1 5.5 J? J? 2 Nei J . i J

hermar

Insulin




Lyf Storeed. | Smaaxd. | Sykurfall byngd?

Metformin 1-2%

3 3 &
su 12 S er 3 I

Repaglinid 1-1,5 ? ? ? Ja
DPP4- Py .
- ? ? P
hemlar Epontiss ’ & ° ’ 2
SGLT2-
_ ? ? P i
| 051 §? ¥ 7 Nei

Pioglitason 0,5-1,4 (‘) ‘ ? Nei

GLP-1 4545 §? J&&? ? Nei

hermar

Insulin




JOna 69 ara —

SS 2 sidan 2003 Hb til fjolda ara, offita og pvagsyrugikt. Hnéprotesur bilat. mm
Lyf: Metformin 1000 mg x2, Glimeryl 6 mg x1, Valpress comp 172,5 mg x1, Feldil
10 mg x1, o.fl.

NU 124 kg og 165 cm — BMI 45,5 Bp 140/90

Microalbuminuria i nokkur ar — A/K vel yfir 3 i nokkur ar og nu yfir 30

Krea 90 GFR 60

HbA1c 8,5% eda 69 mmol/mal






Storeedasjukdomur
eda

til stadar?

Hjartabilun

eda

meginvandi?

Ja

G SGLT2-hemlar, sem synt fram a jakvaeda virkni a
LNS/(CKD) og hjartabilun. Hér a landi Empagliflozin
(Jardinance), ef ekki frabending

4. Inkretinhermar(GLP1-RA) — Hér Liraglutid (Victoza) og
Semaglutide(Ozempic) — Sja tengil!

\_

~

J

Er hiun med LNS (CKD)?


http://þíh.is/library/Files/CKD%20skilgreiningar%20%C3%AD%20st%C3%A6rra%20formati.pdf
http://þíh.is/library/Files/CKD%20skilgreiningar%20%C3%AD%20st%C3%A6rra%20formati.pdf
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/
http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/

Classification of chronic kidney disease using GFR and ACR categories

+
GFR and ACR categories and risk of ACR categories (mg/mmol), description and
adverse outcomes range

<3 3-30 =30
Mormal to Moderately Severely
mildhy increased increased

increased
a1 A2 A3

290 G1
Mormal and high

60-89 G2
Mild reduction
related to normal
range far a young
adult

45-59 G3al
Mild—moderate
reduction

30-44 G3h

Moderate—severe
reduction

Increasing risk

<€

15-29 G4

Severe reduction

<15 G5
Kidney failure

GFR categories (mlfminf1.73m?), description and range

>

Increasing risk

" Consider using eGFRcystatinC for people with CKD G3a41 (see recommendations
1.1.14 and 1.1.15)

Abbreviations: ACR, albumin-creatinine ratio; CKD, chronic kidney disease; GFR,
glomerular filtration rate

Adapted with permission from Kidney Disease: Improving Global Outcomes (KDIGO) CKD
Work Group (2013) KDIGO 2012 clinical practice guideline forthe evaluation and
management of chronic kidney disease. Kidney International (Suppl. 3): 1-130




CKD Considerations

For SGLT2-i adequate eGFR differs between countries and compounds

SGLT2-i are registered as glucose-lowering agents to be started if eGFR>45
ml/min/1.73m? and stopped at eG F60, as glucose-lowering effect
declines with eGFR

SGLT2-i CVOTs included patients with eGFR>30, and there were no excess
adverse events in subjects with eGFR<60

For GLP-1 RA gastrointestinal side effects increase with declining renal
function

GLP-1 RA are not recommended in end stage renal disease due to limited
experience
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LNS eda hjartabilun Storaedasjukdomur
6 SGLT2-hemlar, sem synt framh / 3.—4. Annad hvort: \

jakvaeda virkni é nyrna- og Inkretinhermar(GLP1-RA) — Hér a
hjartabilun. Hér d landi landi Liraglutid (Victoza) og
Empagliflozin (Jardinance), ef Semaglutide(Ozempic) — Sja tengil!
ekki frabending eda

4. Inkretinhermar(GLP1-RA) — SGLT2-hemlar. Empagliflozin

Hér Liraglutid (Victoza) og (Jardinance)
Semaglutide(Ozempic) — Sja

tenaill Hvor tveggja synt fram a jakvaeda
v - / \Lirkni a storeedasjukdom. /

[Veldu naestu lyf ut fra éryggi mtt storaedasjukdoms — sja nanari upplysingar i \
tenglum:

- DPP-4 hemla, ef ekki a Inkretinhermum(GLP1-RA)
- Glitazon — fordast i hjartabilun

- Insudlin -

(Insulmseytur (SU) )
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SU/insulinseytur a nidurleid?

* Donsk faraldsfraedileg rannsékn 2011 — 107.000 SS 2 sem byrjudu
a sem fyrsta lyfi SU eda metformin fylgt eftir ad medaltali 3,3 ar —

— Sbr. vid metformin var aukin aheetta a dauda og CVD

— Heildardanartioni an eda meod fyrri s6gu um Ml:
e Glimepiride(Amaryl): 1.32(1.24-1.40),-- 1.30(1.11-1.44)

 Gliclazide(Diamicron) 1.05 (0.94-1.16), - - 0.90 (0.68-1.20)
* Repaglinide 0.97 (0.81-1.15),--1.29 (0.86—1.94)

Schramm, T.K, et. Al. Mortality and cardiovascular risk associated with differentinsulin secretagogues compared with metforminin type 2 diabetes, with
or without a previous myocardial infarction: a nationwide study. European Heart Journal doi:10.1093/eurheartj/ehr077



UK Clinical Practice Research Datalink
were published online July 18 in BMJ

* Patients taking sulfonylureas as second-line therapy
had increased risks for myocardial infarction, all-
cause mortality, and severe hypoglycemia compared
with those remaining on metformin monotherapy,
even when the latter was in the face of suboptimal
glycemic control.

* The associations with myocardial infarction and
mortality were driven by switching from metformin to
sulfonylureas, rather than the addition of
sulfonylureas to metformin.


http://www.bmj.com/content/362/bmj.k2693

4 Jona er med LNS/CKD og HbA1c ofan markmida! A
- Setja inn Empaglifozin(Jardiance) og trappa ut Glimeryl
- Beeta vid GLP1-hemli ef parf

- Neestu lyf ut fra 6ryggi mtt storeedasjukdoms, sbr.
\ Flaediskema og tengla par /




JOna 69 ara —

SS 2 sidan 2003 Hb til fjolda ara, offita og pvagsyrugikt. Hnéprotesur bilat. mm

Lyf: Metformin 1000 mg x2, Glimeryl 6 mg x1, Valpress comp 172,5 mg x1, Feldil
10 mg x1, o.fl.

NG 124 kg og 165 cm — BMII 45,5 Bp 140/90

Microalbuminuria i nokkur ar — A/K vel yfir 3 i nokkur ar og nu yfir 30
Krea 90 GFR 60

HbA1c 8,5 eda 69 mmoal/mal




4







4 )

Efnaskiptaadgerdir - ihuga
ef LbS > 40.0 kg/m? eda ef
léleg sykurstiornun med

LbS > 35.0 kg/m?
\_ Y,

/ Mikilvaegt ad beina \

pessum einstaklingum til
pjonustustofnana, sem
geta bodid pverfaglega,
alhlida nalgun vid mat og
medferd.

Langtima eftirfylgd er

/ Frabendingar: \

- omedhondlud atroskun

- omedhondlud gedroskun
- misnotkun vimuefna

- Ofeer um ad fylgja

einnig mikilveeg.

Qa?ringarddleggingum /



http://þíh.is/leidbeiningar/sykursykismottaka/laeknir/sykurstjornun-medferdarmoguleikar/

JOna 69 ara —

SS 2 sidan 2003 Hb til fjolda ara, offita og pvagsyrugikt. Hnéprotesur bilat. mm
Lyf: Metformin 1000 mg x2, Pioglitazon 30 mg, Valpress comp 172,5 mg x1,
Feldil 10 mg x1, o.fl.

NU 124 kg og 165 cm — BMI 45,5 Bp 140/90

Microalbuminuria i nokkur ar — A/K vel yfir 3 i nokkur ar og nu yfir 30
Krea 90 GFR 60

HbA1c 7,0 eda 53 mmaol/mal







.\ Njotum Nusins?




-

~N

Jona er med LNS/CKD og HbA1c innan markmida!

- Afram d6breytt

\_

Eftirfylgd 3ja hvern manud og ef haekkar setja inn SGLT2-hemla

Ihuga lekka markmidin og setja inn Empagliflozin (Jardiance)?

J

4 ™
Kannski gerum vid meira gagn med ad skoda

adra ahaettupaetti nanar!
- y,




Caveats and Questions |

No evidence of CVD benefit in
those at lower cardiovascular
risk

The combination of SGLT2-i and
GLP-1 RA has not been tested in
cardiovascular outcome trials

PREFERABLY
SGLT2i with evidence of reducing HF

3 SGLT2i with and/or CKD progression in CVOTs
GLP-1 RACC’IIJ”‘ proven CVD if eGFR adequate’
gt benefit!, if eGFR | |------mmmmmmmm OR ------mmmemee-
benefit % ;

adequate’ If SGLT 2i not tolerated or contraindicated

or if eGFR less than adequate? add GLP-1

RA with proven CVD benefit'
\ A \
$ r )
IfHbA, above target IfHbA, above target

If further intensification is required or
patient is now unable to tolerate

GLP-1 RA and/or SGLT2i, choose agents
demonstrating CV safety:

* Consider adding the other class (GLP-1
RA or SGLT2i) with proven CVD benefit

« DPP-4i if not on GLP-1 RA
« Basal insulin*

« TZD®

« SU*

* Avoid TZD in the setting of HF
Choose agents demonstrating CV safety:

+ Consider adding the other class with
proven CVD benefit’

» DPP-4i (not saxagliptin) in the setting of
HF (if not on GLP-1 RA)

« Basal insulin®

« SU*

Froven CVD benefdt moans it has label indication of redacing CVO evoats. Far GLP-1 RA
strongest evidence of Uraglutde » semaghatife » exenatide Far SSLIZI evidence madestly
stronger for empaghifionn » canaglifiozin

Bo avare that SRUTZ vary by regien and indwidual agent with regard te ndicated lovel of oGFR
far itabon and contivued use

1 bow gl and canaghfh eduction in K and reduction in (XD
progressian in (V0TS

4 Degludec or V100 glargine have demonsirated CVD satety

5. Low dosa may be better tolecated thowgh less well stedied for CVD effects

6. Chasse Lader genesation SU with lawer risk of ypoglycaemis

Bave sh

Ekki gleyma pvi ad ekki hefur verid synt fram a somu jakvaeda
ahrif a einstaklinga an sogu um aedakolkunarsjukdom




GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)
IFHbA, ABOVE TARGET PROCEED AS BELOW

"L ND

ESTABLISHED ASCVD OR CKD .L
J, WITHOUT ESTABLISHED ASCVD OR CKD
HF OR CKD PREDOMINATES
. .. . COMPELLING NEED TD MINIMISE WEIGHT
PREFERABLY COMPELLING NEED TO MIRIMISE HYPOGLYCAEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE™"
SBLT2 wilh evidence of reducing
SELT with HF arilor CED progression in ] r [
. 5 GLP-1 Rk with
2 : CVOTs if e6FR adequate’ " W—
BLE-TRA proven KV 1013 1T € itergmabe IPP-&i BLP-1RA salTe? T good efficacy BB 51 e
with proven benefit, | p-——--———- R —---==---n . )
LV benelit! it earg ¥ BELTZi not beterated ar T bk T I T " 2| fior weight oss , .
adaquate cortraindicaled o i eGFR Less - vy ] = [ If Hb, T i ) ’l’ 4’
‘.har! adeqmate’ add ELF-'l.Rﬂ ; I o " " : ! " 1 If ik, above target [ “lulhmw
with proven CVD besedil L 9 b L . 4
I ) L 4 4 ¥ 8 ¥ v
[ 4 *IP aLP-1RA SCLTH
If BbA, above target ] [ 1F HbA,, abeve farget ] SeLra? salrzr OR 08 BL-1 RA wilh
*l’ *l’ 0R oR DPP-& OPP-4i SBLTE good efficacy Tan" S
ik T OR 0 o weeght lpss!
If further intensification is requirsd or « Ruid T2 in the setting af HF Tin GLP-1 62
palient s now unable te talerate i By ! ) - g T : - g ’ ’ ’
GLP-1 24 andior S6LT2i, chaosa Cheose agests demansirating CV salety 2 ¥ ¥ I 2 2 ! ¥
agents zmenstating CV sadety: + Conslder adding the olher class [ IFHbA,, above larget ] If Hh,, above target | [ IEbA, above target
+ Comsider addoag the other class with p.r?"r oo t!r.! I.l ; . 1'.! "L 'blr 'Jl' "lf
(LP-1 AA ar SGLTIS with proven * OPP| ynek sxcagiptinin e 2etting — : ) = ; ——
VD benet : o MF 0 il o GLP-1 B [ Cantinue wilh additisn of olher agents a5 sellined aboe ] ¥ Iriple thesapy mequired ar SGLTZ + Imsulin therapy basal insulin with
i :TI 5L2-1RA » Basal insulin + andior GLP-12A not tolerate or lewest acquisition at
' ' r?t:ﬂ ? . B contraindicated e regimen with oR
. E:;?llrsulm l I HBA, | abewe farget J lnwesl plk of wiighl gain + LConsider DPP-Li OR 350721 wan
* e lewest acquisition eass®
. Sl 'l' PREFERABLY
Consider the additon of SU* OR base! msulin OPR-Li §if nod on GLP-1 A}
+ [Foose laler geseralion SU with lower nigs of Bypeglycaemia besed on weight neutralizy
+ Lansider basal imsulin with lower risk of hypoglyasmiz’ i ,I,
If OPP-£i nio? tolerated o
Presean CVR banafit means i has Lated ingication of reduziag CV2 evants, For GLP-1 RA stromgast 5, Law dosa may Be betsar talerated thaugh bess wall stugied for 80 affiects conbraindicaled or patient already en
wvdence far lisglutide = semagitide = exenatice axtended release. For SGLTH evidence . Ehopss kater gemeration S with kaseer risk of hapaghyeaemia GLP-1RE cautious addition o

. [egluger | glarging U0 « glargine U108 1 datemir « KPH insylia

Be awarw Ihat 550720 vary &y region ant indiwitual agent with regard ta iadwaled laval of #GFR . smaglebads = liraglulice = Sulaglusde = aeenatide « lisisenatude

far initiaSian 22d cantisusd use If nz spacific comerkid®es lia, ne sstabisfed IVD, low sk of bypoglycaamis and hawsr
Beth emgagliflosn and canagliflorn Bawe shawn resuction in HF and redecion in CED privwily to aecid weaght gain or ne weighl-relates comorbidities]

pregressian in CN0Ts 0. Consiger country- a=d regian-specific cesh of dregs, In same causbries TTDs relatieely mare
Degludec ar U100 glargine Bave Semangirated (VD sately eperdive and [FP-4i relatively cheaper

madastly strenger for smpaqliflazn = canaglifloon

« §UF o TIF - Basal insulin




Sykurstjérnun — medferdarméguleikar

Efnaskiptaadgerdir - thuga L Lifsstill grunnur dar.
ef LbS = 40.0 kg/m’ og
lifsstill dugir ekki. Einnig ef
leleg sykurstjornun med LbS ) Iy .
. Metformin = ef ekki frdbending
= 35.0 kg/m® 2 ekki fraben ]

Storadasjukdamur eda ki X
irnasjtkdd (KNS til stadar? Nei

Hjartabilun eda

KNS Nei -\
meginvandi? 3 =4 Annad hvort:

Inkretimh GLP1-RA] = Hér @ landi
Liraglutid (Victoza) og
Semaglutide{Ozempic) = §ja tengil!

6 -

SGLT2-hemiar. Empaglifiozin (lardinance)

(3. SGLT2-hemiar, sem synt fram d Hvar tweggja synt fram d jakvaeda virkni a
Jjakvaeda virkni & nyma- og hjartabilun. Q&rﬂﬂasj&kd’ém.

Hér a landi Empagiifiozin (Jardinance), ef

ekki frabending

4. Inkretinhermar{GLP1-RA) = Her

Liraglutid (Victoza) og

\-.Semagfuﬁdefﬂrempid = Sja tengil!

7
Veldu naestu lyf it fra oryggi mit storedasjukdoms = sjg nanari upplysingar i tenglum:
- DPP.4 hemla, ef ekki & Inkretinhermum|{GLP1-RA)

- Glitazen = fordast i hjartabilun

- Insuilin =
- Insilinseytur {SU)
L
L J

Ef pérf a od minnka dhaettu mit sykurfalls, b smyst ﬂfpﬁrfli od minnka pyngdaraukningu eda hjdlpa III\
valid milli: med pyngdartap, ba eru fyrsiu lyf-
3-8 3.4
- DPP-4 hemia, ef ekki d Inkretinhermum{GLP1-RA) - Inkretinherma (GLP1-
- Inkretinherma (G P1-RA) - 5GLT2-hemia
- Glitazon = fordast | hjortabilun Nast
- SGLT2-hemia 5. DPP-4 hemla, ef ekki a inkretinhermum({GLP1-RA)
Ef pessi ekki duga til od nd markmidum Ef pessi ekki duga til ad nd markmidum
sykurstigmunar: sykurstiornunar:

Insiilinseytur (SU) eda Insiilin \ [Insulinseytur (SU), Glitazon - (fordast i hjartabilun) _/



http://þíh.is/library/Files/Sykurstj%C3%B3rnun%20me%C3%B0fer%C3%B0arm%C3%B6guleikar%20fl%C3%A6%C3%B0iskema%20(003).pdf




Syndarjatning!




. Low-dose TZDs are better tolerated

CHOOSING GLUCOSE-LOWERING MEDICATION IF COST IS A MAJOR ISSUE

[ In those without established ASCVD OR CKD ]

. Y i AL INERTIA
Use principles in Figure 10 & |'( ) #enssess ann waniFY TREATMEN
. N/ il § MO KTHY

First-line therapy is metformin
If HbA, is 2 17 mmol/mol {1.5%) above individualised HbA, _target consider early combination therapy

4

( If HbA,_above target )
1
( su' ] ( 204 )
( It HbA,_above target )
[ 20 J su’ )
( IF HbA,_ above target )
. Choose laler-generabion SU lo minimise risk of ) _

hypoglycasmia + Insulin therapy: Basal insulin with lowesl acquisilion cost

Consider country- and region-specific cost of drugs. In OR

some countries, TZD relatively more expensive and DPP-4i .

relatvely cheaper + Consider DPP-4i or SGLT2i with lowest acquisition cost




Lixisenatidi (Lyxumia) 20 mcg
Exenatid (Byetta) 10 mcgx2

- 200 ae/ml - 9 ml/pk

Detemir (Levemir)

Glargin (Lantus solostar)

Novomix 30

Blondur skjét- og medallangvirk:
Aspart (Novorapid flexpen)

Actrapid (manna)

Insulatard

Medallangvirk (manna):

Stungulyf:

Synjardy 12,5/1000 mg x2 (Met+Jardiance)
Eucreas 50/1000 mg x2 (Met+Galvus)
Samsett Iyf:

Jardiance

Galvus 50 mg x2

Pioglitazon 15 mg 2x1
Novonorm 12 mg

Glimeperid 4 mg 1,5x1

Amaryl 3 mg 2x1

Metformin Bluefish 500 mg 2x2

Lifsstill

Priggja manada kostnadur vid leekkun HbAlc um 0,5%

24,861
48,683
31,743

8,772

8,928
] 7,304
I 6[085

9,194

9,611

12,013
13,305
13,128
I 7,165
— 5,023
14,594
I 6’971
I 7,405
] 5'943
17,618
19,711
19,444
20,862
18,437
10,785
10,243
8,790
14,236
== 1,207
1,753
1,879
m— 2,187
2,569
m— ,649
0
10,000 20,000 30,000 40,000 50,000

60,000



Adaladherslur EASD/ADA

5. GLP-1 RAs eru nu 1%t val a stungulyfjum



Consensus Recommendation: In patients who need the greater glucose-lowering effect of an
injectable medication, GLP-1 receptor agonists are the preferred choice to insulin . For patients with

extreme and symptomatic hyperglycaemia, insulin is recommended.

GLP-1 RA versus insulin treatment (OGLM background) H bAlC GLP-1 RA versus insulin treatment (OGLM background)
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Léttast um 4 kg ad medaltali a GLP-1 hermum og HbA1c laegra!



Figure 8 CONSIDERING ORAL THERAPY IN COMBINATION WITH INJECTABLE THERAPIES

1. Contraindicated in seme countres. consider lower dose. This
combination has a high risk of fluid retention and weight gain

METFORMIN

Continue treatment
with metformin

Stop TZD when
commencing insulin
OR reduce dose

00

SULFONYLUREA

If on SU, stop or
reduce dose by 50%
when basal insulin
initiated

Consider stopping
SUif prandial insulin
initiated or on a
premix regimen

SGLT2i

If on SGLT2i, continue

treatment

Consider adding SGLT2i if

« Established CVD

« If HbA, above target or as
weight reduction aid

Beware

= DKA (euglycaemia)

= Instruct on sick-day rules

+ Do not down-titrate insulin
over-aggressively

Consensus Recommendation: Patients

who are unable to maintain glycaemic

DPP-4&i
targets on basal insulin in combination
Stop DPP-4i if . . .
GLP-1 RA initiated with oral medications can have

treatment intensified with GLP-1
receptor agonists, SGLT2 inhibitors, or

prandial insulin.




INTENSIFYING TO INJECTABLE THERAPIES
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Ekki gleyma ykkur i sykurstjornun!
AOdrir ahaettupeettir ef eitthvad
mikilvaegari mtt storeedasjukdoms !

 UKPDS - NNT i 10 ar til ad hindra 1 "end-point”:
— BP kontroll: -6 (95 % Cl 3-10)
— Sykurkontroll: - 20 (95% CI 10 - 500)



Intensified glucose lowering in type 2
diabetes: time for a reappraisal

Table 1 The epidemiological and interventional relationships of cholesterol, blood pressure and HbA,_. with cardiovascular disease

Variable CHD?* Stroke (all) Cardiovascular disease

Cholesterol (1 mmaol/l)

Epidemiological (%) =30 =10

Intervention (%) —-23 -17

NNT for 5 vears 592 177.7 44 .4
Blood pressure (10/'5 mmHg)

Epidemiological (%) -25 36

Intervention (%) =22 —41

NNT for 5 years 61.8 73.7 33.6
Glycaemia (HbA, . 0.9%)

Epidemiological (%) —-12 -15

Intervention (%) 9.7 4.0

NNT for 5 years 140.3 767.7

Epidemiological data are derived from overviews of published studies on cholesterol [25], blood pressure [12] and glycaemia [15]

For each variable, the data are shown for a change corresponding to the mean change of the variable in intervention studies. Interventional data for
cholesterol and blood pressure are derived from published meta-analyses [26, 27] and for glycaemia from the meta-analysis of the CONTROL
Group [23] and ESM Table 1

J. S. Yudkin & B. Richter & E. A. M. Gale. Intensified glucose loweringin type 2 diabetes: time for a reappraisal. Diabetologia (2010) 53:2079-2085



Gaeti pad verid ad pau lyf sem hafa
jakvaed ahrif a stéraedasjukddém og
dauda, geri pad gegnum jakvae0 ahrif 3
Bb og blodfitur, frekar en blodsykur??

* Skodi0 naestu sleedu mtt pessal



Lyf HbAlc | Danart. | Stored. | Sma=ed. | Sykurfall | byngd? Bb Blaofita

Metformin | 1-2%

J§ I =
su 12 S er 3 I

Repaglinid 1-1,5 ? ? ? Ja
DPP4- 0,5-0,8
hemlar

SGLT2-
—|
GLP-1 .

msalin 1535 <> S8 0§ Ja f : o ?




Réttar dherslur i heilbrigdismdlum d islandi?
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Lagtaeknilaekningar i allri sinni dyrod!



