Update Diabetes
Management

4 -

[
=
-
~
=
s
5
|

TA.WE.2NTA FMIANTAUR

g1273 2116 U 15 VIa LA LUAT U R RN
ANAIWDETARAS

AQLSLLNNEAFRAIFITNAWENLNA




Mah idOI Un ivers it Faculty !f Mediciﬂirgog
Faculty of Medicine Siriraj Hos
e @

aa ' S k
PERCENTAGE |UO"UJ m‘]u n" ﬂ . IDouthmuosls?
10 — . 3 >
7: 1 MAIHUD 5.7% (St

25—

2547 1552 2557

O -
AYWYNYalisA 1udunnd ..
Ul 2555 .. lUgAzimlHsS 17
91191

Sunnudisgumuus:aulng. s19NUMSESIEGINMW
Uszosulnensin 1-4. w.A. 2534-52.

. NNU. 9.2%
| MAld 5%

SUNIUS:INA 6.97%
JoyaNNIsd1sI3IASIN 4 W.A. 2551-2



AN
2129

LUK U
Tulnea
2557

A —

15-29 30-44 45-59 60-69 7079 >80 TINNNGUOY

W WY W




PREVALENCE OF CARDIOVASCULAR DISEASE

IN MIDDLE-AGED PEOPLE WITH DIABETES D

In studies of middle-aged people
with diabetes living in high- and
middle-income countries:

Up to 10% had
a history
of STROKE

(Alwakeel, 2008)

Up to 14% had
a history of
HEART ATTACK

(Alwakeel, 2008)

Up to 41%
had a history
of CVD

includes stroke, coronary
artery disease, and peripheral
artery disease

(van Hateren, 2009)

Mean age of study
population: 50 to 69 years

www.idf.org/cvd



DIABETES AND KIDNEY DISEASE b s

Diabetes
Federation

€

The prevalence of end-stage
renal disease (ESRD) is up

to 10 times higher in
people with diabetes

www.idf.org/
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INTERVENTION STUDIES IN TYPE 2 DIABETES
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THE "NATURAL HISTORY” OF
TYPE 2 DIABETES

AIC
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HYPOGLYCEMIA AND MORTALITY
ACCORD

| No hypoglycemia | Any severe hypoglycemia

CVD mortality

107

8.

All patients Control arm Intensive arm

Bond D. BMJ 2010
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Hypoglycemia Free Fatty Acids Insulin Resistance

. e Inflammation .
Vasoconstriction Thrombosis

Hypertension Chemokines (eg. MCP-| Hypercoagulation

Cytokines (eg. IL-1 L
VSMC Growth CAMS (eg. ICAM- | Platelet Activation
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BALANCING BETWEEN
HYPER- AND
HYPOGLYCAEMIA...




GLYCEMIC TARGET SDo
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THAILAND TO BECOME A FULL- FLEDGED -
AGEING SOCIETY IN 2021 %

32.13% of total

No of senior 23 mill ) population
citizens o 70%

2017 2021 2040

Source: NESDB NATION GRAPHICS
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Clinical Frailty Scale*

and motivated. These people commonly exercise
regularly. They are among the fittest for their age.

2 Well — People who have no active disease
symptoms but are less fit than category |. Often, they

3 M

beyon

4 Vu

compl
during the day.

5 Mildly Frail - These people often have more
evident slowing, and need help in high order IADLs
(finances, transportation, heavy housework, medica-
tions). Typically, mild frailty progressively impairs
shopping and walking outside alone, meal preparation
and housework.

6 Moderately Frail — People need help with all
outside activities and with keeping house. Inside, they
often have problems with stairs and need help with
bathing and might need minimal assistance (cuing,
standby) with dressing.

o T e e <D @

I Very Fit — People who are robust, active, energetic

exercise or are very active occasionally, e.g. seasonally.

SI1ENDO

Faculty of Medicine Siriraj Hospital

7 Severely Frail - Completely dependent for
personal care, from whatever cause (physical or
cognitive). Even so,they seem stable and not at
high risk of dying (within ~ 6 moniths).

8 Very Severely Frail - Completely dependent,
approaching the end of life. Typically, they could
not recover even from a minor illness.

% \oderate to severe Frailty
“*Without DM: life expectancy 30 months
e < \With DM: life expectancy 23 months

The degree of fraifty corresponds to the degree of dementia.
Common symptoms in mild dementia include forgetting the
details of a recent event, though still remembering the event itself,
repeating the same question/story and social withdrawal.

In moderate dementia, recent memory is very impaired, even
though they seemingly can remember their past life events well.
They can do personal care with prompting.

In severe dementia, they cannot do personal care without help.

* |. Canadian Study on Health & Aging, Revised 2008.
2. K. Rockwood et al. A global clinical measure of fitness and
frailty in elderly people. CMA] 2005;173:489-495.

DALHOUSIE
UNIVERSITY

Inspering Minds

© 2007-2009.Version 1.2.All rights reserved. Geriatric Medicine
Research, Dalhousie University, Halifax, Canada. Permission granted
to copy for research and educational purposes only.
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Excellent

FPG > 180 mg/dl or A1C > 8.0%
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new new

seLT2i BReISlrel Basal

e g
3rd_dru_g Oral drugs* combined
combinations with basal insulin

N

DPP4i @ TZD @ AGI W Glinide

insulin

I/3

N\ nNeEW

new

OHA + basal insulin
+1 prandial insulin

OHA
+1-2 premixed insulin

*continue MET/ low dose PIO



GLUCOSE-LOWERING MEDICINES
C. Cl\lnn

. Class of Expected Advantage Disadvantage
medicine decrease in
HbA, ¢

Biguanide 1.0 - 2.0% Weight loss, Low risk of hypoglycemia,  Gastrointestinal side effects, Lactic acidosis
Reduces macrovascular risk, Low costs (rare in patients without contraindication)
Sulfonylureas 1.0 - 2.0% Low costs Rapid secondary drug failure, Weight gain,
Risk of hypoglycemia
Glinides 0.5-1.5% Reduces postprandial glucose No outcomes data, Hypoglycemia, Weight
Convenience gain, High costs
TZDs 0.5-1.4% More sustained glucose control, Low Weight gain, Peripheral edema, Increased
risk of hypoglycemia incidence of CHF, Increased risk of distal
fractures in women, High cost
a-glucosidase 0.5-0.8% Weight neutral, Low risk of No robust cardiovascular outcomes data,
inhibitors hypoglycemia, Serious side effects Gastrointestinal side effects, Modest efficacy
extremely rare
GLP-1 agonists 0.5-1.0% Low risk of hypoglycemia Gl side effects, ? Pancreatitis,
Weight loss High costs, Injection
Cardiovascular benefit in high risk
DPP4 inhibitors 0.5-0.8% Low risk of hypoglycemia, Weight High costs
neutral
SGLT-2 0.5-0.8% Low risk of hypoglycemia UTI, genital tract infection,
inhibitors Weight loss, High costs

Cardiovascular benefit in high risk



A?arlid%)!i{qei“y‘el_’sity_ | PROPOSED METFORMIN USE IN CKD S%DO
stage daily dose, mg

1 >90 2550

2 60-<90 2550

3A 45-<60 2000 - Avoid if kidney function is or expected
to become unstable

3B 30-<45 1000 - Do not initiate therapy BUT drug may
be continued and need revised dose
- Avoid if kidney function is or expected
to become unstable

4 15-<30 Do not use

) <15 Do not use

Inzucchi SE, et al. JAMA. 2014;312(24):2668-2675.



Incretins: Role in JENDO
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AGlucose
uptake by muscle?4

Mahidol University S

Faculty of Medicine Siriraj Hospital G I ucose H om eOSta S | S

Glucose Dependent

N Insulin from beta cells
(GLP-1 and GIP)

Food ingestion

Release of gut
hormones
Incretinst.2

|y VBlood
acive B8 glucose

GLP-1 & GIP

Glucose Dependent

V' Glucagon from alpha cells
(GLP-1)

1Glucose
Inactive Inactive production by liver

GLP-1 GIP

1. Kieffer TJ, Habener JF. Endocr Rev. 1999;20:876-913. 2. Ahrén B. Curr Diab Rep. 2003;2:365-372. 3. Drucker D]. Diabetes Care. 2003;26:2929-2940. 4.
Holst J]. Diabetes Metab Res Rev. 2002;18:430—441.



Wy
Y | 9
+ + |
-_—
A 2 &
3 ,‘ h - .

Mahidol University

Faculty of Medicine Siriraj Hospital

BEYOND GLUCOSE METABOLISM
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T N

Brain 4
_ t Neuroprotects =5 J
Liver t Neurogenesis v

t Glycogen storage

Memory
'\ DPP-4 T
}

GI tract /
‘ MOtIlIty His Ala Glu Gly Thr Phe Thr Ser gy ',
=~ GLP-1
Fat Ce"S lys Ala Ala GIn Gly Glu Leu Tyr Ser
$ Glucose uptake€—"%
1 LIpOIYSIS 9 le Al | lys Gl |
Kidney
4 Natriuresis Blood vessel
4 Endothelium-
dependent
vasodilation

= ——>% New B-cell formation

Heart ;
4 Myocardial contractility
4 Heart rate y
4 Myocardial glucose
uptake
{ Ischaemia-induced
myocardial damage

Pancreas

{ B-cell apoptosis
t Insulin biosynthesis

Skeletal muscle
t Glucose uptake

Meier 1] et al. Nat Rev Endocrinol 2012;8:728-42
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INCRETIN-BASED THERAPY S%DO
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Lifivdenac twszaangnawuu glucose Lifidenac twszaangnawuu glucose
dependence insulin secretion dependence insulin secretion
anuLdaviiaasanisiinszduiinanaluldan anuLdaviiagsanisiinsedulinanaly
611 LRAAGI
1dlaTugihalsalalaglsuauraainssau 1d1atlugihalsa'lan GFR > 30

GFR (Huendia

[ a

\ugnAu WALC ~1.0-1.5%

WA1C ~0.5-0.8%
3itANn 1A

UG



\
&
< a6

STENDO

Faculty of Medicine Siriraj Hospital

SGLT2 INHIBITION — MODE OF ACTION

Mahidol University ] .
Faculty of Medicine Siriraj Hospital Renal glucose re-absorption under healthy conditions

Filtered glucose
load 180 g/day

Virtually all of the
filtered glucose is re-
absorbed in the
proximal tubules
through SGLT2 and
SGLT1, with SGLT2

accounting for ~ 90%
in the S1 and S2
segments and SGLT1
accounting for ~ 10%
in the
S3 segment

SGLT1

~ 10%
SGLT, sodium glucose co-transporter.

1. Gerich JE. Diabet Med. 2010;27:136—-142; 2. Bakris GL, et al. Kidney Int. 2009;75;1272-1277,
3. Ferrannini E et al Nat Rev Endocrinol 2012; 8: 495. Figure reprinted by permission
from McMillan Publishers Ltd Nat Rev Endocrin 2012




4

Mahidol University

Faculty of Medicine Siriraj Hospital

Filtered glucose
load > 180

g/day

SGLT2 INHIBITION — MODE OF ACTION

Renal glucose re-absorption in T2DM

@

SGLT1

SGLT, sodium glucose co-transporter.
1. Gerich JE. Diabet Med. 2010;27:136—-142; 2. Bakris GL, et al. Kidney Int. 2009;75;1272-1277;
3. Ferrannini E et al Nat Rev Endocrinol 2012; 8: 495. Figure reprinted by permission
from McMillan Publishers Ltd Nat Rev Endocrin 2012

When blood glucose
increases above the
renal threshold

(~ 11 mmol/L or 198
mg/dL), the capacity
of the transporters is
exceeded, resulting
in urinary glucose
excretion
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Filtered glucose
load > 180

g/day

SGLT2 INHIBITION — MODE OF ACTION

Urinary glucose excretion via SGLT2 inhibitor

SGLT, sodium glucose co-transporter. *Loss of ~ 78 g of glucose per day = 312 calories/day.
1. Gerich JE. Diabet Med. 2010;27:136—-142; 2. Bakris GL, et al. Kidney Int. 2009;75;1272-1277;
3. Ferrannini E et al Nat Rev Endocrinol 2012; 8: 495. Figure reprinted by permission
from McMillan Publishers Ltd Nat Rev Endocrin 2012

SGLT2 inhibitors

reduce glucose
re-absorption
in the proximal tubule,
leading to urinary
glucose excretion* and
osmotic diuresis
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« Once daily administration
 Decreases FPG, PPG, Alc

« Weight loss (60g urine glucose
= 240 kcal/day = 0.3 kg/week)

* No/low risk of hypoglycemia
* Modest blood pressure lowering

« Effect independent of insulin secretion or
Insulin resistance

« Use complementary with other T2D Rx?T1D,?
Pre-diabetes?

« Potential for use in Type 1 Diabetes

* |ong-term effects on kidney and on CV
outcomes

Bacterial urinary tract infections
Fungal genital infections

May not be as effective in patients with renal
Impairment

Transient initial period of dehydration,
polyuria, thirst

No known Added cost to diabetes therapy
Euglycemic DKA
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Acute illness Hold at onset
Restart when feeling well and able to eat and drink

Major surgical procedures Hold 3 days before surgery
Restart when feeling well and able to eat and drink

Risk of dehydration Hold until able to maintain hydration
Low-CHO diet Hold until normal diet resumes
Bariatric surgery Hold while on preoperative low-CHO diet

Reevaluate postoperatively
Excessive alcohol intake Stop immediately
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GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)

2

IF HbA, ABOVE TARGET PROCEED AS BELOW
NO

T0 AVOID
CLINICAL INERTIA
REASSESS AND

MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

ESTABLISHED ASCVD OR CKD J'
l WITHOUT ESTABLISHED ASCVD OR CKD
ASCVD PREDOMINATE J s )
£ 3 HF OR CKD PREDOMINATES
~ 3 N COMPELLING NEED TO MINIMISE WEIGHT
PREFERABLY COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE""®
SGLT2i with evidence of reducing EITHER/
SGLT2i with HF and/or CKD progression in GLP-1 RA with OR
GLP-1RA proven CVD CVOTs if eGFR adequate’ DPP-4i GLP-1RA SGLT27 T ool eficacy SLT2i SU¢ rod
with proven benefit’, |JE---------- R “=esaasray for weightloss
CVD benefit! if eGFR If SGLT2i not tolerated or J 3 3 3
adequate’ contraindicated or if eGFR less If HbA 1f HbA 1f HbA If HbA \l/ \lf
2 i 13 1c 13 1c
thar! AU i SLE ] B above target above target above target above target If HbA, above target If HbA, above target ]
with proven CVD benefit'
1 J|L N ) ¥ ¥ ¥ ¥ v
v Y GLP-1RA SGLT27
If HbA, above target [ If HbA,  above target ] soLrai S6LT2 OR OR GLP-1RA with
4’ ‘b OR OR DPP-4i DPP-4i S6LT2it good efficacy Tzn® Ut
irdi} 120 OR OR for weight loss®
If further intensification is required or « Avoid TZD in the setting of HF 120 GLP-1RA
gi:f?;l: 2::/::;::;2[? ::]l:;::ae Choose agents demonstrating CV safety: \L 4’ sl' ~1l ¢ 4/ ¢'
agents demonstrating CV safety: « Consider adding the other class [ If HbA, above target If HbA, above target If HbA, above target ]

with proven CVD benefit’

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

Basal insulin*

. St

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

« DPP-4iif not on GLP-1 RA

« Basalinsulin®

. TID°
. SUt

. Proven CVD benefit means it has label mdltatlon of reducing CVD events. For GLP-1 RA strongest

y q

d release. For SGLT2i evidence

evidence for liraglutide > glutide >
modestly stronger for empagliflozin > canagliflozin.

. Be aware that SGLT2i vary by region and individual agent with regard to indicated level of eGFR

for initiation and continued use

. Both empagliflozin and canagliflozin have shown reduction in HF and reduction in CKD

progression in CVOTs

. Degludec or U100 glargine have demonstrated CVD safety

¥

Vv v

v v

Continue with addition of other agents as outlined above

2

D

¥

Consider the addition of SU* OR basal insulin:

« Choose later generation SU with lower risk of hypoglycaemia

[ If HbA, _above target
‘ « Consider basal insulin with lower risk of hypoglycaemia’

If triple therapy required or SGLT2i
and/or GLP-1 RA not tolerated or
contraindicated use regimen with
lowest risk of weight gain
PREFERABLY
DPP-4i (if not on GLP-1 RA)
based on weight neutrality

¥

. Low dose may be better tolerated though less well studied for CVD effects
. Choose later generation SU with lower risk of hypoglycaemia
5 Degludec ! glargme U300 < glargine U100 / detemir < NPH insulin
glutide > liraglutide > dulaglutide > T -
. If no specific comorbidities (i.e. no established CVD, low risk of hypoglycaemia and lower
priority to avoid weight gain or no weight-related comorbidities)
10. Consider country- and region-specific cost of drugs. In some countries TZDs relatively more
expensive and DPP-4i relatively cheaper

o o~ o

If DPP-4i not tolerated or
contraindicated or patient already on
GLP-1RA, cautious addition of:

o SU* « TZD® « Basalinsulin

« Insulin therapy basal insulin with
lowest acquisition cost

OR

« Consider DPP-4i OR SGLT2i with
lowest acquisition cost"
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NEW UPDATED 2018 ADA/EASD GUIDELINE
FOR MANAGEMENT OF T2DM
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n1sfaaINgLdnsiuTasenisiiussaziial 21 1
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100
Conventional therapy

75

= Vil dutunwnufiangtiueniziu 8 1

25 ‘ _

Intensive therapy
0 -, :
0 4 8 12 16 20

Years Since Randomisation

Gaede P, et al. Diabetologia. 2016;59(11):2298-2307
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DIABETES CARE:
THE ALPHABET STRATEGY

Blood pressure

Cholesterol
Alphabet

Strategy Feet Care

Guardian Drugs

S IENDO



ADA 2019 RECOMMENDATION FOR B
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DM + HT + high CV risk (existing ASCVD or 10-year ASCVD risk
>15%)

A blood pressure target of <130/ 80 mmHg may be appropriate
If it can be safely attained

DM + HT + lower risk for CV (10-year ASCVD risk <15%)
Treat to a blood pressure target of <140/90 mmHg

Patient at high risk of adverse effects may prefer higher blood
pressure targets to enhance quality of life



ADA 2019 RECOMMENDATION FOR P
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All hypertensive patients with diabetes should monitor their blood
pressure at home

Those who are not meeting BP targets on 3 classes of anti HT,
Including a diuretic should be considered

Search for secondary HT
Prescribed mineralocorticoid receptor antagonist
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ASCVD RISK ESTIMATOR PLUS sTENDO
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Estimate Risk

Unit of Measure @ C Reset All

App should be used for primary prevention
patients (those without ASCVD) only.

Current Age @ *

Age must be between 20-79

Sex

Race *

http://tools.acc.org/ASCVD-+Risk-Estimator-Plus

Estimate Risk

Systolic Blood Pressure (mm Hg) *

Value must be between 90-200

Diastolic Blood Pressure (mm Hg) ©

Value must be between 60-130

Total Cholesterol (mg/d) *

Value must be between 130 - 320

HDL Cholesterol (mg/dL) *

Value must be between 20 - 100

LDL Cholesterol (mg/dL) @ “~

Value must be between 30-300

History of Diabetes? *

Estimate Risk

Smoker? @ *

On Hypertension Treatment? *

On a Statin? @ “

On Aspirin Therapy? @ “

Do you want to refine current risk estimation
using data from a previous visit? @

Estimate Risk Therapy Impact Advice

) Current 10-Year
28'9,4?, ASCVD Risk™

Lifetime Risk Calculator only provides ~ Optimal ASCVD Risk:
lifetime risk estimates for individuals ~ § 704
40 to 59 years of age.

PrOJeCt RlSk C'Reset
Reduction by
Therapy

© View Advice Summary for this
Patient
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Recommendations for the Treatment of
Confirmed Hypertension in People With Diabetes 9
[ Initial BP <160/100 mmHg } ‘ Initial BP 2160/100 mmHg

/ Y | Y

[ Start one agent ] [ Lifestyle management] [ Start two agents ]

' {

[ Albuminuria* ] [ Albuminuria* ]
[ I | |
No Yes No Yes

Start one drug: Start: Start drug from Start:

« ACEi « ACEi or ARB 2 of 3 options: « ACEi or ARB

+« ARB « ACEi or ARB and

« CCB*** « CCB*** + CCB*** or Diuretic**

* Diuretic** * Diuretic**

; i l

Assess BP Control and Adverse Effects

Treatment tolerated Not meeting target Adverse effects
and target achieved * *
* Add agent from Consider change to
[ Continue therapy ] complementary drug class: alternative medication:
« ACEi or ARB « ACEi or ARB

r—» « CCB*** « CCB***
* Diuretic™* « Diuretic**
Not meeting target
on two agents ¢ l Advers l

effects

Assess BP Control and Adverse Effects

Treatment tolerated Not meeting target or
and target achieved adverse effects using a drug
& from each of three classes
[ Continue therapy J Consider Addition of Mineralocorticoid Receptor Antagonist;

Refer to Specialist With Expertise in BP Management

STENDO

Faculty of Medicine Siriraj Hospital



Recommendations for the Treatment of

Confirmed Hypertension in People With Diabetes

[ Initial BP <160/100 mmHg J

Y

\g

[ Initial BP 2160/100 mmHg J

Y

Y

[ Start one agent ] [ Lifestyle management ] [ Start two agents ]

Y

Y

[ Albuminuria* ]
I I
No Yes
Start one drug: Start:
« ACEi « ACEi or ARB
« ARB
° CCB***

* Diuretic**

{ Albuminuria* J
I I
No Yes
v o
Start drug from Start:
2 of 3 options: » ACEi or ARB
» ACEi or ARB and
« CCB*** « CCB*** or Diuretic**
* Diuretic** =

: 4

J




Assess BP Control and Adverse Effects

Treatment tolerated Not meeting target Adverse effects
and target achieved + *
* y B 4 N\
Add agent from Consider change to
[ Continue therapy J complementary drug class: alternative medication:
* ACEi or ARB » ACEi or ARB
> o CCB™ . CCR™
f * Diuretic** * Diuretic**
Not meeting target ~ dvers 4
on two L:—.1gents l l eMacts L
Assess BP Control and Adverse Effects
Treatment tolerated Not meeting target or
and target achieved adverse effects using a drug
‘ from each of*three classes

[ Continue therapy ] Consider Addition of Mineralocorticoid Receptor Antagonist;

Refer to Specialist With Expertise in BP Management
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ASCVD

10-y risk of ASCVD > 20% . Age>7y

v

Y

Age 40-75y > Age <40y
Y

ASCVD risk factors

High intensity statin

l

If LDL cholesterol is >70 mg/dL Obtain a lipid profile every 5 years

on maximally tolerated statin dose, thereafter or more frequently
consider adding additional if indicated

LDL-lowering therapy

l
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High intensity

Moderate intensity

Low intensity

Daily dosage lowers LDL-C by approximately

> 50% on average

Atorvastatin (Lipitor), 407 to 80 mg

Rosuvastatin (Crestor), 20 (40) mg

Daily dosage lowers LDL-C by approximately
30% to 50% on average

Atorvastatin, 10 (20) mg
Rosuvastatin, (5) 10 mg
Simvastatin (Zocor), 20 to 40 mg:
Pravastatin (Pravachol), 40 (80) mg
Lovastatin (Mevacor), 40 mg
Fluvastatin XL (Lescol XL), 80 mg
Fluvastatin, 40 mg twice daily
Pitavastatin (Livalo), 2 to 4 mg

Daily dosage lowers LDL-C by
< 30% average

Simvastatin, 10 mg
Pravastatin, 10 to 20 mg
Lovastatin, 20 mg
Fluvastatin, 20 to 40 mg
Pitavastatin, 1 mg
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Maximum Dose Simvastatin Dosing Restrictions
Limit use of the 80-mg dose to patients who have been tak- Maximum 10 mg/day with: Maximum 20 mg/day with:
ing it for =12 months without evidence of myopathy Amiodarone (Cordarone) Amlodipine (Norvasc)
Contraindicated Diltiazem (Cardzem) Ranolazine {Ranexa)
Strong CYP3A4 inhibitors:  Other Drugs: Nefspam] (e
Antifungals Gemfibrozil (Lopid) Caution

ltraconazole (Sporanox) Cyclosporine (Neoral) =1 gm/day niacin in Chinese patients

Ketoconazole (Nizoral) Danazol Fibrates (other than gemfibrozil)

Posaconazole (Noxafil) Grapefruit juice (=1 gt/d)

Voriconazole (Viend)
Antibacterials

Clarithromycin (Biaxin)

Erythromycin (Ery-Tabs)

Isoniazid (INH)

Telithromycin (Ketek)
HIV Protease Inhibitors



sy | ADA 2019 RECOMMENDATION FOR SIENDO
o ANTIPLATELETS

Secondary prevention
Aspirin 75-162 mg/day in DM + ASCVD
Clopidogrel 75 mg/day in those with aspirin allergy
Primary prevention

Aspirin 75-162mg/day may be considered in DM + increased CV risk,
after a discussion about benefits versus increased risk of bleeding
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ASSOCIATION OF ASPIRIN USE FOR PRIMARY PREVENTION
WITH CV EVENTS AND BLEEDING EVENTS:
A SYSTEMATIC REVIEW AND META-ANALYSIS
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of Medicine Siriraj Hospital

Total of 13 trials randomizing 164 225 participants without cardiovascular disease

Aspirin No Aspirin Absolute Risk
No.of  No.of No.of No.of  No.of Reduction, % Favors : Favors No 12
Cardiovascular Outcomes  Studies Events Participants Events Participants (95% Cl) HR (95% Crl) Aspirin : Aspirin
Composite CV outcome 13 2911 79717 3342 80057 0.41(0.23t00.59) 0.89(0.84-0.94) - N NT 241
All-cause mortality 13 3622 81623 3588 80057 0.13(-0.07t00.32) 0.94(0.88-1.01) - U
CV mortality 13 995 81623 997 80057 0.07 (-0.04t00.17) 0.94(0.83-1.05) —-— 0
Myocardial infarction 13 1469 81623 1599 80057 0.28 (0.05t00.47) 0.85(0.73-0.99) —I— 0
Ischemic stroke 10 831 65316 942 63752 0.19(0.06t00.30)  0.81(0.76-0.87) —-— 18
‘ — i ‘
0.5 1 2
Hazard Ratio (95% Crl)
Aspirin No Aspirin Absolute Risk
No. of No.of No. of No.of No. of Increase, % Favors Favors No 12
Bleeding Outcomes Studies Events Participants Events Participants (95% Cl) HR (95% Crl) Aspirin : Aspirin NNH 210
Major bleeding 11 1195 74715 834 73143 0.47(0.34t00.62)  1.43(1.30-1.56) 5 —— 1
Intracranial bleeding 12 349 80985 257 79419 0.11(0.04t00.18) 1.34(1.14-1.57) —— 0
Major Gl bleeding 10 593 70336 380 70465 0.30(0.20t0 0.41) 1.56(1.38-1.78) —— 2
0.5 1 2

Hazard Ratio (95% Crl)

Sean LZ, et al. JAMA. 2019;321(3):277-287. doi:10.1001/jama.2018.20578
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LOW CV RISK

Aspirin No Aspirin Absolute Risk
No.of  No.of No.of No.of  No.of Reduction, % Favors = Favors No
Cardiovascular Outcomes  Studies  Events Participants  Events Participants  (95% Cl) HR (95% Crl) Aspirin  Aspirin
Composite CV outcome 6 1559 56212 1753 56354 0.34(0.14t00.52)  0.87(0.79-0.95) -
All-cause mortality 6 1903 56212 1905 56354 0.01(-0.27t00.27) 0.95(0.85-1.06) —-—
CV mortality 6 405 56212 448 56354 0.07 (-0.03t0 0.16)  0.87 (0.72-1.06) —
Myocardial infarction 6 649 56212 793 56354 0.27(0.00t00.49)  0.75(0.58-1.01)  —— &
Ischemic stroke 5 508 49942 593 50078 0.16(0.02t00.29)  0.83(0.69-1.06) —
0.5 i 2
HIGH CV RISK
Aspirin No Aspirin Absolute Risk
No.of  No.of No.of No.of  No.of Reduction, % Favors | Favors No
Cardiovascular Outcomes  Studies  Events Participants  Events Participants  (95% Cl) HR (95% Crl) Aspirin = Aspirin
Composite CV outcome? 8 1645 25411 1649 23703 0.63(0.18t01.04)  0.91(0.84-0.98) -
All-cause mortality 7 1719 25411 1683 23703 0.43(-0.02t0 0.84)  0.94 (0.86-1.02) .
CV mortality 7 590 25411 549 23703 0.04(-0.27t00.32)  0.97 (0.84-1.12) ——
Myocardial infarction? 8 820 25411 806 23703 0.32(-0.16t00.74)  0.91(0.76-1.10) —
Ischemic stroke? 6 323 15374 350 13674 0.28(-0.12t00.63)  0.88(0.76-1.02) —-—t
DIABETES
Aspirin No Aspirin Absolute Risk
No.of  No.of No.of No.of  No. of Reduction, % Favors . Favors No
Cardiovascular Outcomes  Studies Events Participants Events Participants  (95% Cl) HR (95% Crl) Aspirin - Aspirin
Composite CV outcome 8 977 14916 1072 14898 0.65(0.09t01.17)  0.90(0.82-1.00) -
All-cause mortality 5 1028 11938 1055 11946 0.24(-0.49t00.91)  0.97 (0.85-1.11) -
CV mortality 4 264 10159 279 10167 0.05(-1.27t00.94)  0.82(0.19-2.43) L
Myocardial infarction 8 472 11788 490 11700 0.26 (-0.47 t0 0.88)  0.94 (0.83-1.07) -
Ischemic stroke 3 275 9535 317 9511 0.83(-0.50t0 1.70)  0.70(0.36-1.37) —

0.1

T T T T T T ™

1
Hazard Ratio (95% Crl)

'S

LN O oo

Aspirin No Aspirin Absolute Risk
No.of  No.of No.of No.of  No. of Increase, % Favors = Favors No 12
Bleeding Outcomes Studies Events Participants Events Participants  (95% Cl) HR (95% Crl) Aspirin  Aspirin
Major bleeding 5 665 49942 465 50078 0.40(0.25t00.57)  1.45(1.28-1.63) - 11
Intracranial bleeding 6 245 56212 175 56354 0.13(0.05t00.22)  1.41(1.16-1.71) -
Major Gl bleeding 5 359 48992 228 49110 0.27(0.15t00.40)  1.58(1.34-1.87) - 9
r T T T T 1
0.5 { 2
Aspirin No Aspirin Absolute Risk
No.of  No.of No.of No.of  No.of Increase, % Favors ' Favors No 2
Bleeding Outcomes Studies  Events Participants Events Participants  (95% Cl) HR (95% Crl) Aspirin ~ Aspirin
Major bleeding 6 530 24773 369 23065 0.64(0.35t00.97)  1.41(1.23-1.61) —a— 10
Intracranial bleeding 6 104 24773 82 23065 0.07 (-0.04t00.21) 1.19(0.89-1.60) Ea— 0
Major Gl bleeding 5 34 19452 30 19444 0.39(0.16 t0 0.69) 1.54 (1.26-1.89) — 15
0.5 i 2
Hazard Ratio (95% Crl)
M=la
Aspirin No Aspirin Absolute Risk
No.of  No.of No.of No.of  No. of Increase, % Favors = Favors No 2
Bleeding Outcomes Studies  Events Participants Events Participants  (95% Cl) HR (95% Crl) Aspirin - Aspirin
Major bleeding 3 370 10029 287 10047 0.80(0.29t0 1.39) 1.29(1.11-1.51) - 0
Intracranial bleeding 2 63 9002 52 9017 0.12(-0.09t00.43) 1.21(0.84-1.76) - 1
Major Gl bleeding 2 142 9002 105 9017 0.41 (0.06 to 0.86) 1.35(1.05-1.75) —— 1
f R T e T
0.1 1 4

Hazard Ratio (95% Crl)
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Shared decision-making for use of aspirin in primary prevention of CVD

Considerations for patients not under current treatment with low-dose aspirin

Assessment of patient’s baseline level of understanding
and patient activation to engage in discussion with sample questions

Discuss benefits Avoid initiation

and harms

Consider initiation
= High CVD risk (>15%)

What have you heard about aspirin use in preventing cardiovascular events - High colorectal cancer risk Intezmedioate CVDrisk - Low CVD risk (<7.5%)
such as heart attack and stroke? - Lower bleeding risk (7.5%-15%) - Higher bleeding risk

Would you be interested in learning more about this today? L ),

~

@ Review of potential benefits and harms Considerations for patients under current treatment with low-dose aspirin

Consider
discontinuation

Discuss benefits
and harms

Consider continuation
+ High CVD risk (>10%)
* High colorectal cancer risk

« Longer duration of past
aspirinuse (>10y)

Harms

« Intracranial bleeding

+ Major and minor gastrointestinal bleeding
« Nuisance bleeding and bruising

« Increased costs and follow-up visits

Benefits

» Reduced CVD mortality

« Reduced myocardial infarction risk

- Reduced stroke occurrence
 Reduced colorectal cancer mortality

« Low CVD risk (<7.5%)

» Shorter duration of
past aspirin use (<5 y)

- Higher bleeding risk

+ Intermediate CVD risk
(7.5%-15%)

@ Assessment of patient preferences with sample questions

Familiarity with and concerns about the conditions prevented by aspirin
What’s your experience with heart attack, stroke, and cancer?
How concerned are you about developing one of these conditions?
Familiarity with and concerns about the adverse effects of aspirin use
What's your experience with excess bleeding?
How concerned are you about the risk of bleeding while on aspirin?
How do you feel about minor bleeding or bruising as a side effect?
How do you feel about medication side effects in general?

Willingness to take a long-term medication
How do you feel about continuing daily aspirin for years?

) JAMA. 2019; online 28 Jun 2019
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DIABETES CARE:
THE ALPHABET STRATEGY

Blood pressure

Cholesterol
Alphabet

Strategy Feet Care

Guardian Drugs
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Advice VBW, Smoking , diet ,exercise
Blood pressure < 140/90 (< 130/80 in high risk for ASCVD)
Cholesterol LDL < 100 (optional 70)

Diabetes control Individualized target
DN screening Annual examination
Eye examination Annual examination
Feet examination Annual examination
Guardian drugs  Aspirin, ACEI, statins






