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METFORMINA
Mal control
3-6 mesos

ALTERNATIVES

Figura 1. Algorisme del tractament farmacologic hipoglucemiant de la DM2
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3-6 mesos

INSULINA

Si no es pot considerar

intolerdncia a Si contraindicacié a
insulinitzacié: triple terapia

metformina * sulfonilurees *
JC
SULFONILUREA >
(O REPAGLINIDA)

N

== |

PIOGLITAZONA ** PIOGLITAZONA, iDPP-4,"
iDPP-4 ArGLP-1, iSGLT-2

Insulinitzar els pacients amb descompensacio
hiperglucémica aguda o simptomes d’insulinopénia

PIOGLITAZONA * : .
iDPP-4 independentment de I'esglaé

arGLP-1: agonistes del receptor del péptid similar al glucago-1; iDPP-4: inhibidors de la dipeptidil peptidasa-
4; iSGLT-2: inhibidors del cotransportador de sodi glucosa tipus 2.

1.

Metformina’ esta contraindicada en pacients amb: FGe < 30 ml/min/1,73 m2, cetoacidosi diabética,
situacions agudes amb risc d'alterar la funcié renal (deshidratacié, infeccié greu), malaltia aguda o
cronica que pugui provocar hipoxia tissular (insuficiéncia cardiaca o respiratoria descompensada,
infart de miocardi recent, xoc), insuficiencia hepatica greu, intoxicacié alcohdlica aguda i
alcoholisme.

Escollir entre les sulfonilurees prioritzades i evitar glibenclamida pel major risc d’hipoglucémia. En
el cas de pacients amb apats irregulars i/o hiperglucémies postprandials es recomana escollir
repaglinida com a alternativa a les sulfonilurees. També es considera repaglinida com a una
possible opcio en pacients amb FGe < 30 ml/min/1,73 mZ.

Les sulfonilurees estan contraindicades en pacients amb: FGe < 30 ml/min/1,73 m?, insuficiéncia
hepatica greu, alt risc d’hipoglucémies (antecedents d'hipoglucémies greus, deteriorament cognitiu
rellevant i/o depressioé major, pacients d’edat avancada pluripatologics amb discapacitats ifo IMC <
18,5 kg/mz) i treballadors on el minim risc d’hipoglucémies no sigui acceptable (conductors de
grans vehicles o maquinaria pesada).

Escollir la terapia en funcié de les comorbiditats del pacient (vegeu l'apartat 11: Tractament

combinat d’hipoglucemiants).

Els arGLP-1 i els iSGLT-2 poden ser utils en determinades situacions cliniques o en pacients amb
contraindicaci6 a la resta de tractaments (vegeu l'apartat 11: Tractament combinat

d’hipoglucemiants. Triple terapia).
Vegeu l'apartat 7: Algorisme d’insulinitzacié de la DM2
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DOCUMENTO DE CONSENSO

Consenso sobre tratamiento con insulina en la diabetes
tipo 2*
Consensus on insulin treatment in type 2 diabetes

Juan Girbés Borras®*, Javier Escalada San Martin®<, Manel Mata Cases®*",

Fernando Gomez-Peralta®, Sara Artola Menéndez "', Diego Fernandez Garcia’*,

Carlos Ortega Millan', Fernando Alvarez Guisasola™", Juan Carlos Ferrer Garcia®,
Patxi Ezkurra Loiola’?, Fernando Escobar Jiménez®,

José Antonio Fornos Pérez">%“, Mercedes Galindo Rubio*+*, Itxaso Rica Echevarria®¥
y Edelmiro Menéndez Torre*

Figura 1

E Fracaso de tratamiento previo no insulinico

Mantener metiormina, iDPP-4, iSGLT-2, AR GLP1

valorar suspender pioglitazona y/o reducir dosis de SU/glinida

Inicia insulina basal

Insulina basal
con algan farmaco no insulinico por ejemplo
meftformina, i-DPP4, SU

Glucemia basal controlada, pero HbA1c fuera de objetivo

Anadir Anadir
iSGLT-2 AR GLP1*®

Anadir
insulina®

2 Si tratamiento previo con iDPP4, suspender dicho tratamiento
® Insulina prandial o premezclas

El grosor de las flechas indica la prioridad en la eleccion del farmaco a anadir

B) Intensificacion de insulina basal: qué farmacos no insulinicos anadir.

Insulina basal combinada con farmacos no insulinicos: A) Inicio de insulina basal: qué farmacos no insulinicos mantener;







Tratamiento de la diabetes mellitus tipo 2 en el
paciente anciano™

R. Gémez-Huelgas*"“%*, F. Gomez Peralta®', L. Rodriguez Manas®"', F. Formiga’*,
M. Puig Domingo"™"", J.J. Mediavilla Bravo®”, C. Miranda® y J. Ena**

* Serviclo de Medicina Interna, Hospital Reglonal Universitario de Mdlaga, Mélaga, Espana
® Instituto de Investigacion Blomédica de Mdlaga (IBIMA)

Tratamiento de la diabetes mellitus tipo 2 en el paciente anciano

© CIBER de Obesidad y Nutricion (CIBEROBN), Instituto de Salud Carlos Il

¢ Socledad Espafiola de Medicina Interna (SEMI)

< Unidad de Endocrinologia y Nutricién, Hospital General e Segovia, Segovia, Espafia
* Socledad Espafiola de Diabetes (SED)

§ Servicio de Gerlatria, Hospital Universitario de Getafe, Madrid, Espafia

" CIBER de Fragilidad y Envejecimiento Saludable (CIBERFES), Instituto de Salud Carlos il
* Sociedad Espaniola de Medic; rica (.

jtari de Bellvitge, LHospitalet de Llobregat, Barcelona, Espaia
Gerontologia (SEGG)

' Servicio de Endocrinologia icion, Hospital Germans Trias i Pujol, Badalona, Barcelona, Espana
= Institut d'Investigacio en Ciéncies de la Salut Germans Trias i Pujol, Badalona, Barcelona, Espana
* CIBER de Diabetes y Enfermedades Metabdlicas Asociadas (CIBERDEM), Instituto de Salud Carlos I
* Sociedad Espariola de Endocrinologia y Nutricion (SEEN)

© Centro de Salud Burgos Rural, Burgos, Espana

© Socledad Espariola de Medicina General (SEMERGEN)

% Centro de Salud Buenavista, Toledo, Espafia

* Socledad Espariola de Médicos Generales y de Familia (SEMG)

* Servicio de Medicina Interna, Hospital Marina Baixa, La Vila Jolosa, Alicante, Espana

Farmacos recomendados

Metformina

iDPP4
Insulina

Paso 3 L'EieliulihF!
iISGLT2P
arGLP1P

iDPP4°
d

Pioglitazona
Insulina

¢Edad > 75 anos?

l

Valoracién geriatrica integral

¢ Situacioén de fragilidad o dependencia?
~ ¢Demencia moderada o grave?

¢Insuficiencia renal avanzada?
(FG <30 mL/min)

NO

¢ Enfermedad cardiovascular?

Farmacos no recomendados

Sulfonilureas
Glinidas
Pioglitazona
iISGLT2
arGLP1

Metformina
Sulfonilureas
Glinidas®
Pioglitazona®
iISGLT2
arGLP1

Sulfonilureas

Glinidas

Gomez Huelgas Rev Clin Esp 2018;218(2):74-88



Summary of the American College of Physicians Guidance Statement on HbA, Targets for Glycemic
Control With Pharmacologic Therapy in Nonpregnant Adults With Type 2 Diabetes Mellitus

Disease/Condition Type 2 dlabetes

Target Audlence All cliniclans

Target Patlent Population Outpatlent nonpregnant adults with type 2 dlabetes

Outcomes Evaluated Microvascular and macrovascular outcomes, mortality

Benefits Reduced microvascular and macrovascular outcomes, reduced mortality

Harms Harms of achleving lower HbA,, targets with pharmacologic Interventions Include Increased hypoglycemla

(Including severe), hosplitalizations, welght galn, water retention, and death.

Adverse effects assoclated with pharmacologic treatments for diabetes Include but are not limited to
gastrointestinal side effects, hypoglycemla, welght galn, congestive heart fallure, joint paln, fractures, and
genltal mycotic Infections. These adverse effects Increase with higher doses and greater numbers of
medications llkely required to achleve lower HbA, levels.

Guldance Statements Guidance Statement 1: Clinid,
diabetes on the basis of a discu
patients’ general health and lif

Guidance Statement 2: Clinid
patients with type 2 diabetes.

Guidance Statement 3: Clinid
type 2 diabetes who achieve H

Guidance Statement 4: Clinid,
to hyperglycemia and avoid tar,
due to advanced age (80 years
dementia, ancer, end-stage ki
heart failure) because the harm

High-Value Care Deescalation of therapy, by redu:

levels persistently <6.5% after

should be treated to reduce symptoms rather y focusing on specific 1c evels.
Clinical Conslderatlons Encourage a healthy lifestyle (e.g., tobacco cessation, dlet and exerclse, and attalning Ideal body welght),

Including for risk reduction In patients with known or high risk for cardlovascular disease.

Conslider Indlvidual patient-level varlables, such as polypharmacy Issues, limited life expectancy, extensive
multiple comorbid conditions, and cognitive Impalrment.

Conslder patient preference when declding on treatment strategles and goals.

Test results for HbA,, levels can vary because of such condlitions as anemla and chronic kidney disease;
therefore, cliniclans should alm for a target range rather than a specific target.

To arrive at these guidance statements, the authors reviewedfguidelines from the National Institute for Health and Care Excellence, the Institute for
Clinical Systems Improvement, the American Association of Clinical Endocrinologists and American College of Endocrinology, the American



Glycemic Control Algorithm

INDIVIDUALIZE For patients without concurrent serious For patients with concurrent serious
< 0 pa > 0 p
GOALS A1C<6.5% illness and at low hypoglycemic risk A1C>6.5% illness and at risk for hypoglycemia

LIFESTYLE THERAPY (incuding Medically Assisted Weight Loss)

Entry A1C <7.5% Entry A1C 2 7.5%

Entry A1C > 9.0%

 SYMPTOMS
NO YES

MONOTHERAPY*
/ Metformin DUAL THERAPY*

TRIPLE THERAPY*

/ i : INSULIN
+

) : )
MET MET ——
th 1 or other
Tetline bl
:
agent ;izeflfne

| Colesevelam agent

Bromocriptine QR _l_ s Colesevelam
I

¢ AGi kel el ADD OR INTENSIFY
. AGi INSULIN

If not at goal in 3 months Refer to Insulin Algorithm

proceed to Dual Therapy
i not at goal
in 3 months

proceed to
Triple Therapy

PROGRESSION OF DISEASE

If not at goal inv

3 months proceed
to or intensify
insulin therapy

LEGEND

Few adverse events and/or
possible benefits

I Use with caution

v

ENDOCRINE PRACTICE Vol 24 No. 1 January 2018
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. ) First line: Metformin is the usual first-line therapy unless contraindicated or not tolerated
General practice management

of type 2 diabetes

Sulphonylureas Dipegtidyl Sodium glucose .
201618 phomy peptidase co-trans porter2 Insulin Acarbose T
(su) inhibitor DPP-4) inhibitor (SGLT2i)

If glycated haemoglobin (HbA1c) target not achieved in three months:

¢ check and review current therapies, ¢ review use of therapies
stop any that fail to improve glycaemic control » exclude other comarbidities/therapies impacting
* check patient's understanding and self-management on glycaemic control

Second line: If metformin was not used first line, add it now, if not contraindicated
SU are the usual initial agent to add to metformin. If SU are contraindcated or not tolerated, another agent may be

used
Glucagon- like
peptide-1 receptor Insulin* Acarbose TZD
agonist (GLP-1RA)

If HbA1c target not achieved in three months:

* check and review current therapies, * review use of therapies
stop any that fail to improve glycaemic control * exclude other comorbidities/therapies impacting
* check patient understanding and self-management on glycaamic control

Third line: Consider triple oral therapy or addition of GLP-1 RA or insulin

If HbA1c target not achieved in three months:

¢ check and review current therapies, * review use of therapies
stop any that fail to improve glycaemic contrdl ¢ exclude other comorbidities/therapies impacting
¢ check patient understanding and self-management on glycaemic control
THEN
If on triple oral therapy If on GLP-1 RA If on basal insulin*

-OR--OR-




CADTH

Objectives and Research Questions
Clinical Review

The objective of this project is to update a previous CADTH systematic review, network
meta-analyses, and cost-effectiveness analysis of second-line therapies for type 2 diabetes.
In addition, we aim to review pharmacologic treatments for patients with type 2 diabetes
who are at high risk for cardiovascular events.

The research questions for the review are the following:

1. For adults with type 2 diabetes on metformin monotherapy with inadequate
glycemic control, what is the comparative efiicacy and safety of using a drug from
one of the following classes as a second-line drug?

Sulfonylurea

Insulin

DPP-4 inhibitor

GLP-1 analogue

SGLT-2 inhibitor.

® a0 T e

2. For adults with type 2 diabetes, what are the comparative cardiovascular effects of
drugs belonging to one of the following classes?

Insulin

DPP-4 inhibitor

GLP-1 analogue

SGLT-2 inhibitor.

a0 oo

3. For adults with type 2 diabetes on metformin monotherapy with inadequate
glycemic control, what is the comparative cost-effectiveness of the following drug
classes as second-line therapy?



CADTH

HEALTHY BEHAVIOUR INTERVENTIONS

~

At diagnosis of type 2 diabetes
Start healthy behaviour interventions

(nutritional therapy, weight management, physical activity) +/= metformin

e

A1C <1.5% above target A1C 21.5% above target Symptomatic hyperglycemia
and/or metabolic
\ decompensation®
) . . . i
If not at glycemic target Start metformin immediately
within 3 months, . Initiate
startf/increase C°“5lf'°f asecond concurrent insulinf +/- metformin
metformin antihyperglycemic agent
[ If not at glycemic target ) [ If not at glycemic target J
A J
( Clinical CVD?
YES 1 NO

Y

1

Start antihyperglycemic agent
with demonstrated CV benefit
empagliflozin (Grade A, Level 1A)
liraglutide (Grade A, Level 1A)
canagliflozin®t (Grade C, Level 2)

¥
[ If not at glycemic target ]—>

Add additional antihyperglycemic agent best suited to
the individual based on the following:

Clinical Considerations Choice of Agent

DPP-4 inhibitor, GLP-1
receptor agenist or SGLT2
inhibitor

Avoidance of hypoglycemia
and/or weight gain with
adequate glycemic efficacy

Other considerations:
Reduced eGFR and/or
albuminuria
Clinical CVD or CV risk factors
Degree of hyperglycemia
Other comorbidities

(CHF, hepatic diseaset)

Planning pregnancyt
Cost/coverage
Patient preference

See Appendix 7.

See Table below.

* May include dehydration, DKA, HHS

T Insulin may be required at any point for symptomatic hyperglycemia/metabolic decompensation or if unable to achieve

glycemic targets with other antihyperghycemic agents
T Avoid in people with prior lower extremity amputation
{ See product monographs




Ayurveda polyherbal formulation (19)
Citrullus colocynthis (20)

Coccinia cordifolia (21)

Eicosapentaenoic acid (22)

Ganoderma lucidum (23)

Ginger (Zingiber officinale) (24)

Gynostemma pentaphyllum (25)

Hintonia latiflora (26)

Lichen genus Cladonia BAFS “Yagel-Detox” (27)
Marine collagen peptides (28)

Nettle (Urtica dioica) (29)

Oral aloe vera (10)

Pterocarpus marsupium (vijayasar) (30)

Salacia reticulata (31)

Scoparia dulcis porridge (32)

Silymarin (33,34)

Soybean-derived pinitol extract (35)

Touchi soybean extract (36)

Traditional Chinese medicine herbs:

e Berberine (37)

e Fructus Mume (38)

¢ Gegen Qinlian Decoction (GQD) (39)

e Jianyutangkang (JYTK) with metformin (40)
Jinlida with metformin (41)

e Sancaijiangtang (42)

e Shen-Qi-Formula (SQF) with insulin (43)

¢ Tang-Min-Ling-Wan (TM81) (44)
9
o

Xiaoke (contains glyburide) (11)
Zishentongluo (ZSTL) (45)
Trigonella foenum-graecum (fenugreek) (46,47)

Can ] Diabetes 42 (2018) 5154-5161

Contents lists available at ScienceDirect

DIABETES pm
CANADA

Canadian Journal of Diabetes

" 3 journal homepage:
ELSEVIER L di=niormalni]

2018 Clinical Practice Guidelines
Complementary and Alternative Medicine for Diabetes L)
Diabetes Canada Clinical Practice Guidelines Expert Committee

Loren D. Grossman MD, FRCPC, FACP, Robert Roscoe BScPharm, ACPR, CDE, CPT,
Anita R. Shack BFA, DC, FATA

RECOMMENDATIONS

1. Health-care providers should ask about the use of complementary and alter-
native medicine in people with diabetes [Grade D, Consensus).

2. There is insufficient evidence to make a recommendation regarding effi-
cacy and safety of complementary or alternative medicine for individu-
als with diabetes [Grade D, Consensus).



CONCLUSIONS

- Les guies no son iguals, unes més agosarades, unes més cost efectives i
altres basades en evidéencies innovadores.

- El sentit comu és basic.

- Primum non nocere.

- El cost també és molt important.

- Hi ha farmacs que aporten avantatges per alguns pacients, aprofitem-los!
- Hem de coneixer molt be els farmacs, per tenir eines per triar.

Gracies!




N I C National Institute for Algorithm for blood glucose lowering therapy in

Health and Care Excellence : :
anac oty adults with type 2 diabetes
* Reinforce advice on diet, Iifestyle and to drug
® Agree an ndividualized HbA1c target bazed on: the person’s needs and circumstances dities, risks from polypharmacy and tight bicod glucose control and abllity to achieve
longer-term risk- oenefits. app the to aim for the HbA1c leveis In the aigorithm. Measure HbA1C leveis at 3/6 monthly Intervails, as appropriate. If the person achieves
an HbA1C target lower than target with no them to It. Ee aware that there are other possibie reazons for a low HbA1C level.
e Baze of drug on: effe safety (see MHRA lity, the S clrcumstances, preferences and needs, avalabile licensed indlcations or
mmmﬁ('zmnm“mﬂmm chooze the option with the lowest acquisition cost).
=« Do not offer seit of blood glucose leveis uniess the person is on insulin, on oral medication that may Increase their risk of hyp while g or ] Y. ls
or to pregnant or ¥ there is of hypc episodes.
» an anaa = [Inculin-baced treatment
= ifthe person is w\monmcuyhmwwnlc conslderln‘ullnoran su. Rmnmmmnb‘ooaomo:ecmha-beenachw. ‘® When starting Insulin, use a structurad programme
- -»a »ane - - “ “
- ADULT WAITH TYPE 2 DIABETES WHO CAN TAKE METFORMIN SRS il "',"' e = '“"_ m’"" "'.., T
If HbA10 ricec to 48 mmol/mol (8.6%) on lifectyle If standard need for other bicod glucose lowering L
Interventionc: metformin is not @ Offer NPH Insulin once or twice dally according to
* Offer standard—reiease metformmin | tolerated, consider a STV g™ need.
* Support the person to aim for an HbA1c level of 48 mmol/ trial of modified-reliease d oneoftnefouom
mol (6.5%) -2 DPP-4I, piogiitazone* or an SU 'm"?.m" lmmm
¥ - 3 SGLT-2F Instesd of 3 DPP~3! I an Inzulin (particularly if HbA1C Iz TS mmeiimol (2.0%) or
FIRST INTENSIFICATION higher).
If HbA10 ricec to 68 mmol/mol (7.6%): or contraindicated, ® Consider, as an alternative to NPH insulin, using

a DPP-4l, SGLT-ZI or plogitazone or 53
mmol'mol (7.0%) for people on an SU

* Consider dual therapy with:
- metformin and a DFP-4I
- in and et

consider combination
therapy with metformin,
an SU and a GLP-1

- metformin and an SU
mimetic” for adults with
- metformin and an SGLT-2¢ type 2 Giabetes who:

* Support the person o aim for an HbA1C level of 52 mmol/ - X ]
mai (7.0%) have 3 sMi of 35 kg/ny'

FIRST INTENSIFICATION
If HbA10 ricec to 68 mmol/mol (7.6%):
* Conzider dual therapy” with:

- a DPP-41 and plogitazone®

-a DPFP-4l and an SU

- pioglitazone® and an SU
* Support the person to aim for an HbA1C

level of 52 mmolimol (7.0%)

SECOND INTENSIFICATION
If HbA10 ricec to 68 mmol/mol (7.6%):
e Consider:
- triple therapy with:
o metformin, a DFP-4l and an SU
= metformin, piogiitazons® and an SU
o metformin, plogitazone” or an SU, and an SGLT-2F
= Insulin-bazed treatment
* Support the person to aim for an HbA1C level of 52 mmol/

)
i
|
!
I

‘ Only offer a GLP-1 mimetic* In combination with
Insulin with specialist care advice and cngoing
‘support from a consultant-ed multidisciplinary team”.

‘= Monitor people on Insulin for the need to change the
regimen.

® An SGLT-21 In combination with Insulin with or withou?
other antilabetic drugs is an option’.

s 54D 4 Inhibitor. ™ "Glucagondike peptide-1. **" *sodlum- cotrar 21Ir *Usulfomylurea. rrecommendations that cover DFP-S Inhibitors. GLP 1 mimetics and sufonylureas refer

to these groups of drugs 3t a class level.
3. When prezcriding plogiitazone. exercise paricuiar caution wmwml—xnmnndmmmofmemwzummmmlmmdhemmue Diadder cancer and bone fracture. Known risk

SECOND INTENSIFICATION
If HbA10 ricec to 68 mmol/mol (7.6%):
* Consider insulin-based treatment

* Support the person to aim for an HbA1C
level of 53 mmolimol (7.0%)

L TEEEEEEES

factors for these conditions. Incduding Increased age. should be carefuly evalusted before treatment: see the manufacturers’ summaries of product char for detals. and are reeguiatory Agency
(MHIA) guidance (2011) advises that prescribers should review the safety and effcacy of plogitazone In iIndividuais after 25 months of treatment to ensure that only patients who are deriving benefit continue to be treated’.

b. see NICe technology appraisal m\cezsaansBiswzxmwmnmuwmmmmﬂlmmnzmmrecmmm opuomlnmmeraoy regimens with metformin
under certain conditions. ummmmwm.whcmwmhah All three are 3iz0 options as monotherapies In adults In whom metformin Is ¢ and e,

cazes of dabetic ketoacidoszis reooned n people taking SGLT-2 Inhibiors (canagiifozin. dapagifiozin or empagiifiozin) or shortly after stopping the SGLT-2 hnlbnor MHnA qmdanoe (2015) agvizes testing for ralsed Izlnne'
In peopie with symptoms of glucoze leveis are near normal.
cmumnueaw-1mlmwwmmmammxm(am«muwsm11mmoumomh)mawnw.sdnmndnmmwcnmsmx

d. Be aware that. If or not repaginide iz both cinically effactive and cost effective In 3duits with type 2 diabetes. However. discuss with any person for whom repagiinide i being considered. that
merelsnolcmnu\-mbml that can be 3t first Intenzificaton.

€. e aware that the drugs In dual mmymabelnmedlnam‘enmw chacking for tolerablity and effectivenass of each drug.

f. MHIRA guidance (2011) notes that cazes of cardac falure have been reported when piogitazone was uzad In combination with Inzulin. emmnmmmwmn nof falure. It that if the
combination |3 used. peopie should be observed for signs and symptoms of heart fallure. weight gain. and osdema. Plogitazone should be If any

siatus occurs.
©. The recommendations In thiz guideiine also apply to any mmwmewanlwm.)onn‘ulnqwmmruvemmwmmAwmuWMt&ewmmmm ) In the same Indicaton.
h,Acmmm&dexuwylmmyhcumawewdwbuedhmy secondary and community care.

Type 2 dabetes in adults: management’, NICE guideline NG23. Published December 2015, last updated April 2017, © National Institute for Health and Care Excellence 2015. All ights reserved.



START BASAL (Long-Acting Insulin) INTENSIFY (Prandial Control)

A1C <8% A1C> 8% Add Prandial Insulin

Or DPP-4i

TDD 0.1-0.2 U’kg TDD 0.2-0.3 U’kg Or SGLT-2i i L

Insulin titration every 2-3 days Plus 2, Plus 3
to reach glycemic goal: @— -

‘_ Basal Bolus

] . - Begin prandial - Begin prandial
+ Fixed regimen: Increase TDD by 2 U insulin before insulin before
+ Adjustable regimen: Glycemic largest meal each meal

+ FBG 140-180 mg/dL: add 10% of TDD ' progress to 50% Prandial

*
+ FBG 110-139 mg/dL: add 1 unit at Goal injections before TDD 0.3-0.5 U/kg
2 or 3 meals

« If hypoglycemia, reduce TDD by:
* BG <70 mg/dL: 10% - 20%
+ BG <40 mg/dL: 20% - 40% Start: 10% of Start: 50% of TDD
basal dose or in three doses
5 units before meals

Consider discontinuing or reducing sulfonylurea after
starting basal insulin (basal analogs preferred to NPH) v v

' : Insulin titration every 2-3 days to reach glycemic goal:
*Glycemic Goal:

* Increase prandial dose by 10% or 1-2 units if 2-h postprandial

i >
= <7% for most patients with T2D; fasting and premeal or next prames] ghicase consistentiy = 140 mg/dL

BG < 110 mg/dL; absence of hypoglycemia « If hypoglycemia, reduce TDD basal and/or prandial insulin by:

» A1C and FBG targets may be adjusted based on patient’s age, * BG consistently < 70 mg/dL: 10% - 20%
duration of diabetes, presence of comorbidities, diabetic « Severe hypoglycemia (requiring assistance from another
complications, and hypoglycemia risk person) or BG < 40 mg/dL: 20% - 40%




Figure | | Antihyperglycemics Deprescribing Algorithm

[:‘C esyoure '1"" ! 65 years Tu—lh patent .'.Ifl'\’.,‘['E‘: diabetes meet one or more Z‘ft"i‘;:‘ owing critena
YeS - Atrisk of hypoglycemia (e.g. due to advancing age, tight glycemic - Experiencing, or at risk of, adverse effects from antihyperglycemic
control, multiple comorbidities, drug interactions, hypoglycemia historyor - Uncertainty of dinical benefit (due to: frailty, dementia or limited
unawareness, impaired renal function, or on sulfonylurea or insulin) life-expectancy)
- ! ! N Continue
- Setindividualized A1C and blood glucose (BG) targets (otherwise - Address potential contributors to hypoglycemia . .
healthy with 10+ years life expectancy, A1C < 7% appropriate; (e.g. not eating, drug interactions such as Ant I hype rg lyCGmIC(S)
considering advancing age, frailty, comorbidities and time-to-benefit, trimethoprim/sulfamethoxazole and 3
A1C < 85% and BG < 12mmol/L may be acceptable; at end-of life, sulfonylurea, recent cessation of drugs causing
. BG < 15mmol/L may be acceptable) (good practice recommendation) hyperglycemia - see reverse) )‘>(Still at risk'ﬂ—»( NO )
Recommend Deprescribing Yes

v v

4 A
* Reduce dose(s) or stop agent(s)
+ most likely to contribute to hypoglycemia (e.g. sulfonylurea, insulin; strong recommendation from systematic review and GRADE approach) or other adverse
effects (good practice recommendation)
« Switch to an agent
- with lower risk of hypoglycemia (e.g. switch from glyburide to gliclazide or non-sulfonylurea; change NPH or mixed insulin to detemir or
glargine insulin to reduce nocturnal hypoglycemia; strong recommendation from systematic review and GRADE approach)
* Reduce doses
- of renally eliminated antihyperglycemics (e.g. metformin, sitagliptin; good practice recommendation) - See guideline for recommended dosing
7

v

rMonItOI’ dally for 1_2 WeekS after each change (TZD - upto12 weeks)w N ' If hypoglycemia continues and/or adverse effegt§ do not resolve:

Reduce dose further or try another deprescribing strategy

- For signs of hyperglycemia (excessive thirst or urination, fatigue)

- For signs of hypoglycemia and/or resolution of adverse effects related to antihyperglycemic(s) If symptomatic hyperglycemia or blood glucose exceeds individual target:
Increase frequency of blood glucose monitoring if needed - Return to previous dose or consider alternate drug with lower risk of
LM C changes may not be seen for several months ) hypoglycemia
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