Ileri yasta oral antidiyabetik

ajanlarin guvenligi; giincel veriler

PROF. DR. RIFAT EMRAL

ANKARA UNIVERSITESI TIP FAKULTESI
ENDOKRINOLOJI VE METABOLIiZMA HASTALIKLARI
BiLiM DALI



Yash hastalarda T2DM tedavisinin kisithliklar:

Coklu ilag¢ kullanimi
Eslik eden hastaliklar
Artmis hipoglisemi riski
Bobrek yetersizligi

Gligsuzliik

Bilissel bozukluklar
KV morbidite
Depresyon

Hipoglisemi
semptomlarinin fark
edilmemesi

1. ADA Standards of medical care in diabetes.Diabetes Care 2016;39(Suppl. 1):51-5112.
2.TEMD Diabetes mellitus ve komplikasyonlarinin tani tedavi ve izlem kilavuzu 2016.




Turkiye’'de yash (=65 yas) poptlasyon orani
2013-2075!1

30 %27.7

2013 2023 2050 2075

Birlesmis Milletler’in tanimina gore bir Glkedeki yash nifusun toplam nifus icindeki
oraninin %8 ile %10 arasinda olmasi o ulke ntfusunun “yash”,
> %10 olmasi ise “gok yash” oldugu anlamina gelmektedir.




ABD’deki Diyabet Prevalansi
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Yash Hastada Diyabet Yonetimi

* Yash hastada etkinlik

Diyabet siiresinin uzunlugu
Kotu kontrollu hasta
Komorbidite

* Yash hastada guivenlik
KV ve renal risk
Yan etki, ilac etkilesimi
Takip gereksinimi

» Kilavuzlar



Yash Hastalarda Diyabetle Iliskili Durumlar

Iliskili Durumlar:

Prematiir Oliim
Fonksiyonel yetersizlik
Hipertansiyon
Koroner arter hastaligi
Serebrovaskiiler ateroskleroz
Depresyon

Kognitif bozukluk
Uriner inkontinans
Sakatlayici diisme

Agr

Polifarmasi

Diger Advers Olaylar:

Korluk

Renal yetersizlik
Amputasyon
Infeksiyonlar

Konjestif kalp yetersizligi
Gastroozofageal refli
Hospitalizasyon

Hastane komplikasyonlari
Kendi kendine yetememe

AGS Guidelines on DM, JAGS, 2003.



Yasli Diyabetiklerde OAD’lerle Ilgili Giivenlik Verileri

SU monoterapisi diger monoterapi ajanlarina gore
acile basvurular1 artirmistir?.

SU’ler yashlarda hipoglisemiye daha cok yol acar2.

Metformin ve alfa-glukozidaz inhibitorlerinin
gastrointestinal yan etkileri yashlarda da siktir=.

DPP-4 inh ve SGLT-2 inh’leri yaghilarda kilo notral
olup hipoglisemi riskleri de diistiktiir3.

1-Rajpathak SN, Diabetes Res Clin Pract, 2015;109(3):507-12. 2-Abbatecola AM, Drugs Aging, 2009;26 Suppl 1:53-62
3-Freeman J, J Fam Pract, 2015;64(12 Suppl):S59-66
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Fonksiyonel Kategoriye Gore Genel
Glisemik Hedefler*
()

FONKSIYONEL KATEGORI Genel glikozillenmis hemoglobin
hedefleri

Fonksiyonel olarak bagimsiz %7.0-7.5 / 53-59 mmol/mol
Fonksiyonel olarak bagimlh %7.0-8.0 / 53-64 mmol/mol
« Zayif * % 8.5°a kadar / 70 mmol/mol
 Demansh « % 8.5°a kadar / 70 mmol/mol
Yasam sonu Semptomatik hiperglisemiden kacin

* Glisemik hedefler, hastanin fonksiyon durumuna, komorbiditelerine, ozellikle KV hastalik,
hipoglisemi riski/oykiisii ve mikrokomplikasyon varligina gore bireysellestirilmelidir.

International
Diabetes
Federation




Yasli T2DM hastalarinin tedavisinde
kilavuz onerileri; 12

Hastalik siiresi uzun veya hastalig1 daha fazla komplike olan yash
hastalarda glisemik hedefler genc¢ hastalardan farkhdir.

Tedavi seciminde giivenlilige, ozellikle hipoglisemi riskini en aza
indirecek tedavilere odaklanmak gerekir.

« Daha az agresif hedefler
 Siki hedeflere kolayca ulasilamaz ise HbA1c < %7.5-8.0

« Tlac giivenliligine odaklanin

1.TEMD Diabetes mellitus ve komplikasyonlarinin tani tedavi ve izlem kilavuzu 2016
2. ADA Standards of medical care in diabetes.Diabetes Care 2016;39(Suppl. 1):5S1-5112.



Diyabeti olan yash hastalarda tedavi algoritmasi

@

Daha sonra eger hedef HbALC diizeyinde degilse

Birinci basamak tedavi

DPP-4 inhibitorii
Siilfoniliire

ikinci basamak tedavi, ikili tedavi

DPP-& inhibitorii Metformin
Siilfoniliire (Eger 1_basamakta
kullamimadiysal

. Genel Yaklasim

. Alternatif Yaklagim

Diger segenekler
(alfabetik sirayla)

ligiincii basamak tedavi, iclii oral tedavi veya insiilin, GLP1-RA

GLP-1RA
Daha sonraki secenekler

Oralafam defistir Bazal + 5&ln
Bazalinsilinveya VE¥2  GLP-TRA veya
premix insin

DPP-& inhibithrli = Bazal insiilin
Slilfonillire =

Premix insllin

zamam insiilin




Avrupa Yash Hastalar Diyabet Calisma Grubu
Diiskiin Tip2DM hastalarinda tedavi algoritmasi?

o . 3-6 av divet ve DuskUnluk kriterleri:
Oner“en hEdeﬂer: ya§gm ¥arZ| Bakim evinde yasama
Aclik glukoz araligl = degisikligi Bariz biligsel kayip
7.6-9.0 mmol/L Alt ekstremitede major
HbAicaraligl = %7.6-8.5 hareket bozuklugu

Hasar veren inme oykusu
Hedefe ulasilamazsa y

Y " “\
Renal/hepatik yetmezlik, Alternatif tedaviler:
solunum/kalp yetmezligi, anoreksi, Metformin DPP-4 inh. veya dusuk
gastrointestinal hastalikta riskli SU
metformin kontrendikedir. Glinid

Hedefe ulasilamazsa

Y " “\
Duskdn hastalarda GLP-1 M ;
L etformin Alternatif tedaviler:
agonisti ile daha fazla .
kﬁo bt + Metformin + diisik riskli SU
o DPP4-i. Metformin + GLP-1 agonist

olumsuz sonuclari olabilir.
Hedefe ulasilamazsa

Y " “\
Duskinliik artmis hipoglisemi riski Metformin
ile iligkilidir: Insulin veya SU +
dikkatli kullaniimalidir. insulin

Alternatif tedaviler:
Diistik riskli SU + insdlin

1.European Diabetes Working Party for Older People 2011 Clinical Guidelines for Type 2 Diabetes Mellitus (EDWPQOP)



Mevcut OAD’lerin KUB’lerinde Yer Alan
Geriatrik Diyabetik Populasyonla Ilgili Boliimler

Metformin: Yash kisilerde, bobrek fonksiyonlarinin azalma potansiyeli
nedeniyle metformin hidrokloriir dozu, bobrek fonksiyonlarina gore
ayarlanmalidir. Bobrek fonksiyonlarinin diizenli kontrolii gereklidir.

Gliklazid: 65 yasin lizerindeki hastalarda da 65 yas altindaki hastalarda
kullanilan sekli ile recete edilmelidir.

Nateglinid: Guvenlilik ve etkinlik profilleri bakimindan yash hastalarla

toplum geneli arasinda herhangi bir fark gozlemlenmemistir. Ayrica hastanin

ﬁa§1 farmakokinetik ozelliklerini etkilememistir. Bu nedenle de yash
astalarda kullanilacak dozun ayarlanmasi gerekmez.

Pioglitazon: Insiilinle birlikte kullanim, ciddi kalp yetmezligi riskinin artmais
olmasi nedeniyle yaihlarda dikkatle degerlendirilmelidir. Ilerleyen yasla
iliskili riskler (ozellikle mesane kanseri, kiriklar ve kalp yetersizligi) 1s181nda,
faydalar ve riskler dengesi yaslilarda hem tedavi oncesinde hem de tedavi
sonrasinda dikkatle degerlendirilmelidir.



DPP-4 Inh ve SGLT-2 inh’lerinin KﬁB’lerinde Yer Alan
Geriatrik Diyabetik Populasyonla Ilgili Boliimler

Sitagliptin: Yasa bagh doz ayarlamasina gerek yoktur. 75 yas ve usti hastalarda
siirh givenlilik verisi bulunmaktadir ve bu hastalarda dikkatli olunmahdir .

Vildagliptin: 65 yas ve uizeri ile 75 yas ve lizeri hastalar ve genc hastalar arasinda,
ﬁenel givenlilik, tolerabilite Ve{(a etkililik farki gozlenmemistir. Bu nedenle, yash
astalarda doz ayarlamasi gerekli degildir.

Saxagliptin: Yalnmizca yasa dayali olarak herhangi bir dozaj ayarlamasinin yapilmasi
onerilmemektedir. Yash hastalarda bobrek fonksiyonunda azaﬁfma oriilmesi d%ha olasi
oldugundan, yashlarda bobrek fonksiyonuna dayali olarak ya{)llan oz seciminde
dlikkatlilo(liunma 1dir. 75 yas ustiindekilerde deneyim cok kisith oldugundan dikkatli
olunmahdir.

Linagliptin: Yash hastalarda doz ayarlamasina gerek yoktur. 80 yas iistiindekilerde
deneyim sinirhidir; dikkatli kullanilmasi onerilmektedir.

Dapagliflozin: Genellikle yasa bagl olarak herhangi bir doz ayarlamasinin yapilmasi
onerilmemektedir. Bobrek fonksiyonu ve viicut sivi dengesi goz oniinde
bulundurulmalidir. 75 yas ve iizeri hastalarda terapotik deneyim sinirh oldugundan
onerilmemektedir.



A Tandomized controlled trial
comparing treatment with oral agents
and basal insulin in elderly patients
with type 2 diabetes im long-termm
care facilities

Francisco J Pasquel,’ Winter Powell,” Limin Peng. Theodore M Johnson,'

Shadi Sadeghi-Yarandi,! Christopher Newton,! Dawn Smiley,”
Marcos T Toyoshima,' Paedram Aram,’ Guillermo E Umpierre="

Clinical characterisfics of study pafients A Glycemic control
Basal insulin OAD p Value -+ Basal + SSI
Number of pa’[iams 75 75 g 240 - € OAD + SSI
Gender, n (FM) 49/26 47128 0.73 =
Age, years 70:8 79:8.1 g7 £ 200
Race: black/white/other, n 24/49/1 29/4412 0.28 8 1604
BMI, lcg)‘rnEr 3046 307 0.73 s
Diabetes duration, years 86149 7.7t5.2 0.15 3’ 1204
HbA1C, % 6.9:09 65407 0.05 g =
Previous diabetes therapy 0.95 y . y x ¥ x v »
Metiormin, n (%) 19.25) 21 (28) . & & & % % W
Sulfonylurea (SU), n (%) 21 (28) 20 (27) Duration of treatment (weeks)
DPP-4i, n (%) 8(11) 6(8) _
Other, n (%) 27 (36) 28 (37) B Hypoglycemia
Comorbidities =y S
Hyperension, n (%) 68 (91) 61(81) 0.16 27%
Coronary heart disease, n (%) 25 (36) 22 (29) 0.1 3 Basal + SSi
Hear failure, n (%) 29(39) 21(28) 017 - M8 OAD + SSI
Acute kidney injury, n (%) 21 (28) 23 (31) 072 =
Dyslipidemia, n (%) 34 (45) 33 (4d) 0.87 § "
Dementia, n (%) 27 (36) 18 (24) 0.11 =
Mental ilness, n (%) 33 (44) 25 (33) 018 = 19
Admission area 0.99
Subacute Rehab 70 (93) 69 (32) &1 o
Long-term care 5(7) 6(8)
HDATC, lycaied hemoglbi BMI, body mass ndex oo oy oy

BMJ Open Diabetes Research and Care 2015;3:6000104. doi:10.1136/bmjdre-2015-000104




Yash hastalarda insiilin ve OAD’lerin yan etkilerinin karsilastirilmasi

E3 Basal Plus
m @ OAD + SSI
p=0.09
30+
p=0.3

£ 20-
8
s 0.4

BMJ Open Diabetes Research and Care 2015;3:6000104. doi:10.1136/bmjdre-2015-000104




Stlfonilureler ve Yash Hastalarda Hipoglisemi

O

Yas en onemli iliskili
faktor

* %801 60 yas ustu
* Doruk yas 71-80

No. of Patients
(%] NS wn D
o o o [e]
1 ] J

no
o
!

Diger iliskili faktorler:
* Renal fonksiyon

—r
o
1

| o | * Enerji alim
Insulin Only Insulin + Insulin + Glyburide Only  Glyburide +

Glyburide Metformin Metformin P I ;
Type of Medication InfekSIYOH

o




SU-benzeri Ajanlar ve Yashlardaki Hipoglisemi

O

20 -
B Hypoglycemia

B Serious Adverse Events
O Death

15 -

rate of adverse events

B

Placebo Metformin Nateglinide Glyburide

Del Prato, Diabetes Care, 2003




Sulfonilureler ile KV olay riski artar
2006-2013 y1llar1 arasinda Isve¢’te SU ve DPP4inh’leri ile tedavi edilen

52.670 hasta (Median takip su@.4 yil (SU) ve 2.5 y1l (DPP41))

X

Risk of severe hypoglycaemia

~

2 3% MET+SU Adjusted HR (95% CI)y 2.07 (1.11
g MET+DPP-4i
®
.22, 2%
3
&
£
% 1%
£
e
T T T T T T T
0 1 2 3 " 5 6
Time from second-line therapy (years)
N at risk
MET+SU 40738 19573 9625 4933 2399 1169 445
MET+DPP.4I 12024 4764 1924 817 345 132 a4

* Adjusted for age, gender and prior fragility

Risk of fatal/non-fatal CVD

1.2

7 15 % MET+SU Adjusted HR (95% CI): 1.17 (1.01-1.37)"
§ MET+DPP-4i
g 10 %
:
8
5% —
B
§
* o%+
1 1 I 1 1 1 ]
0 1 2 3 4 5 6
Time from second-line therapy (years)
N at risk
MET+SU 40738 19304 9391 4781 2312 1116 a2
MET«DPP-4i 12024 a2 1878 795 338 128 24

"Adjusted for age, gender and for prior fragility, CVD, statins, antihypertensives and low dose asplnrl

Tum nedenlere bagh mortalite riski x1.25 kat artmistir

All patients: Mean 64.4 (11.8) ages




Sulfonilureler ile, DPP4inh’lerine gore mortalite
ve kardiyak olay riski artmistir

DPP4 inhibitorleri* ve farkli siniflardan Sulfoniliirelerin*major
advers olaylar ve kardiyak gtivenlikleri analiz edildiginde :

fﬂ“ h‘\_ﬂ / = : . / / ke

\x135 /x171/ f\ %89

R

\ / \ iy L5
"-\. .\.'\"'\-_‘_\-\.
Mortalite

__.- F

"‘-a____ .4-"'-'-'-#
MACE Gliklazid kullanimi

*Her iki tedavi kolunun Metformin ile tedavileri karsilastirilmistir. Birebir DPP4: 59.6 (11.5) yas
eslesen 6000 hastanin verisi degerlendirilmistir. (toplam hasta sayisi 34.000 ) SU:62.3 (12.8) yas

Diabetes, Obesity and Metabolism 16: 977-983, 2014.



Original article
Efficacy and tolerability of sitagliptin
monotherapy in elderly patients with type 2
diabetes: a randomized, double-blind,
placebo-controlled trial
Placebo Sitagliptin Difference in
(n=104) (n=102) percentage®, %
(95% CI)
Overview
Number (%) of patients with one or more:
Clinical AE 55 (52.9%) 47 (46.1%) —6.8% (—20.0 t0 6.7)
Drug-relatedt clinical AE 9 (8.7%) 11 (10.8%) 2.1% (—6.3 to 10.6)
Serious clinical AE 14 (13.5%) 7 (6.9%) —6.6% (—15.2 10 1.9)
Serious, drug-relatedt clinical AE 0 0
Number (%) of patients discontinued because of an AE 3 (2.9%) 5 (4.9%) 2.0% (—3.9 to 84)
Number (%) of patients with AEs that were of prespecified interest}
Hypoglycemia 0 0
Abdominal pain 0 2 (2.0%) 2.0% (—1.9 to 6.9)
Nausea 0 0
Vomiting 1(1.0%) 0 —1.0% (—5.2 10 2.8)
Diarrhea 1(1.0%) 1 (1.0%) 0.0% (—4.3 to 4.5)
Number (%) of patients with specific AEs with an incidence =3% in either treatment group}
Constipation 0 5 (4.9%) 4.9% (0.4 to 11.0)
Contusion 4 (3.8%) 0 ~3.8% (—9.5 10 0.5)
Nasopharyngitis 3 (2.9%) 4 (3.9%) 1.0% (—4.7 to 7.1)
Pain in extremity 3 (2.9%) 9 (4.9%) 2.0% (—3.9 1o 8.4)
Sinusitis 2 (1.9%) 4 (3.9%) 2.0% (—3.4 10 7.9)
Upper respiratory fract infection 5 (4.8%) 3 (2.9%) ~1.9% (8.1 0 4.1)
Urinary tract infection b (5.8%) 4 (3.9%) —~1.8% (—8.5 10 4.7)




TECOS KV Giivenlilik Calismasindaki Hastalarda

Kirik Riskinde Artis Yoktur!

Kirik Riskil TEc@g

TRIAL EVALUATING CARDIOVASCULAR
OUTCOMES WITH SITAGLIPTIN

m Sitagliptin (N=7,332)

3,0 1 1.01(0.82,1.23); P=0.944 B Plasebo (N=7,339)
2,6

2,5

1.05 (0.76, 1.45); P=0.779

1,0 1,0

1.12 (0.57, 2.19); P=0.747

0
3 0,2

Gozlenen Kirik orani, %
&

n=189 ' n=186

0,0
1000 Kigi-yil basina Toplam Kirik Major Osteoporotik Kirik Kalca Kirig1
dizeltilmis kirik orani:2 8.7 8.6 3.5 3.3 0.8 0.7

1.04 (0.84, 1.24); P=0.745 1.07 (0.77, 1.49); P=0.673  1.11(0.57, 2.18); P=0.761

=



TECOS — Bobrek Fonksiyonu/eGFR

>
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70 -~ T
Sitagliptin

60 —

eGFR (mlimin/1.73m?

0 4 8 12 24 36 48
Calisma Vizitleri (ay)

Hasta Sayilarn

Sitagliptin 6,809 4.135 3.809 5263 5,553 3291 1,380
Placebo 6,795 4,169 3,772 5197 5,482 3 185 1,335




TECOS — Yash Hastalar

= TECOS calismasina dahil edilen 14,351 hastanin 2,004’1 (%14) 75 yas ve
ustii hastalardir. (ortalama yas 78,3)
= Sitagliptin bu grup hastada da KV riski arttirmamistir

MNumber of patients with events

Sitagliptin Flacebo

Primary and key secondary outcomes n=870) (n=1034) Hazard Ratio (95% GI) P-value
Primary CV composite (4-point MACE) 170 168 1.10(089, 1.38) 040
Rate per 100 person-yr 6.75 819
Secondary CV composite (3-point MACE) 152 162 - 1.01{0.81, 1.28) 0,94
Rate par 100 parson-yr 587 5.96
Hospitalization for HF a3 44 g 0.99 (065, 1.48) 094
Rate per 100 person-yr 1.60 1.70
Hospitalization for HF or death 115 124 - 100 (0.7, 1:29) 099
Rate per 100 person-yr 441 4 48
All-cause mortality 141 148 1.05 (083 132y oM
Rate per 100 person-yr 5.10 5.00 r
I I I 1 I I ¥ L] I ] I
g 1 2 3 4 5 & 7 B 8 10

Sitagliptin lehine Plasebo lehine




original article

Ficrbee fes, CPlnesity:

carecd Ml dea braslisres 132
£ 2010 Blackvwell PublEstiong I

1 55 —Gd, 2O11

Clinical experience with wvildagliptin in thhe nrmanagement of
type 2 diabetes in a patient population =75 years: a pooled
analysis from a database of clinical trials

AL Schwweizer, S. Dejager?, J. E. Foley®,

Mean exposure {weeks)
MEs

Drmug-related AEs *
SAEs *
D¥iscontinuation of stody drog due to AEs

I)-eathﬁ.*

AEs in 50 Cs
Cardiac disorders

Gastrointestinal disorders

Infections and infestations

Musculoskeletal and connective tissne disorders
Meoplasms benign, malignant and unspeciified
Mervous system disorders

Skin and subcutaneons tissue disorders

Hepatic safety
Any hepatic AE

ALT or AST = 3 LILN®*

AEs in mild renal impairment”

Q. Shao?® & wW. Kothny3

Agpe > T5 years

Vilda 50 myg bid

n= 132
550

86 (65.2)
133.9

18 {13.6)
14.5

TZ (9.1)
B8
TO0(7.6)
T2

0 (0.0)
0

9 [6.8)
6.8
272050
23.3

44 (33.3)
422

22 (16.7)
18.1

3 {2.3)
2.2

32 (24.2)
Z8.4

13 (9.8)
10.1

1 {0.8)

(i i J

n= 133
0 {0u0)
0.0
n=%&2
51 (62.2)
120.1

Comparators

n 164
374

114 (67.5)
2(HL5

24 (142}
21.8
19112
16.5
Y]
7.5
2012
1.7

16 (9.5)
14.0

33 (19.5)
3.5

49 (Z9.0)
5.9

35 (20.7)
3T

4 (2.4)
3.4

28 (16.5)
25.7

20 (11.8)
18.2

2{1.2)
1.7

n= 187
1 (0.5)
0.8

n =94
67 (68.4)
2103

Age = 75 years
Vilda 50 meyg bid
n = 5984

&2_6

4139 (69.2)
147.9

o943 {15.8)

14.%

533 (B.9)
7.8

TEAT(5.8)

4.7
24 (0.4)
0.3

366 (6.1)
5.3

1413 (23.6)
24.4

2118 (35.4)
41.8

1352 (22.6)
23.3

146 (2.4)
2.1

1288 (21.5)
Z1.9

756 (12.6)
1.7

24 (1.4)

1.2

n = &G
51 (0.9
1)

n= 170
1216 (70T
138.0

n = G041
552

4174 (59.1)
1773

1325 (21.9)
26.0

538 (B9}
8.9

LT {6.5)
.

Z1 (0.3}
03

359 (5.9}
5.9

1360 (22.5)
26.2

1965 (32.5)
425

1278 (21.2)
24.6

140 (2.3)
2.2

1446 (23.9)
2046

873 (14.5)
16.0

91 (1.5}
1.4

n = GRS
40 (LG}
0.5

n= 1820
1278 (702}
178.0

[




Cok yash hastalarda birlestirilmis veri analizi:
Demografik ve baslangi¢c 6zellikleri

2 75 yas 75 < 75yas < 75yas
Vilda 50 mg 2x1 Karstastirmailaglan Vilda 50 mg 2x1  Karsilastirma ilaglar

n=132 n=169 n=5984 n=6041
Yas (yil) 76.9 77.0 54.9 55.9
Erkek (%) 42.4 55.0 55.3 54.7
Beyaz irk (%) 84.8 79.3 72.6 72.5
Ortalama VKi (kg/m2) 29.4 28.9 31.5 31.3
Ortalama HbAlc % 8.3 7.9 8.3 8.0
AKS (mmol/l) 9.9 8.8 10.1 9.8
T2DM siresi (yil) 6.3 5.9 4.1 4.5

# (0

G';g';mgl/" hasta) 27.3 34.9 70.1 68.8
hafif ( 250, <80) 62.1 58.0 28.7 30.1
orta (230, <50) 10.6 6.5 1.0 1.0
agir (<30) 0.0 0.6 0.1 0.0
Yuksek KV risk 31.8 36.1 15.0 15.2

durumu* (%)

*SMQ’de 6nceden var olan tim kronik SKV olay hikayeleri «iskemik kalp hastaligi, iskemik serebrovaskiler durumlar ve/veya arteriyel emboli/trombotik olaylar»
Sunulan veriler «tim ¢alismalar» daki (agik etiketli galismalar harig) glivenlilik poptlasyonundaki hastalar igindir.




Vildagliptin ile 275 yas hastalarda hipoglisemi ve kilo
artis riski olmadan HbA1lc diisiisii elde edilmistir!

HbA1c Diisiisil Viicut Agirhgi
Monoterapi Kombinasyon Monoterapi Kombinasyon
calismalari havuzu calismalarn havuzu caligmalari havuzu caligmalari havuzu

N= nN=
= BL % = BL kg
B 03 2 00-
bl —1] pl=1]
= =
-g — -0,8 .E p—
S B2 10
S 13 S
= =
s <
o A8 b o 20—/,
=] *p<0.0001 baglangica kyasla (3]

(==} **p=0.0004 baglangica kiyasla =]

Ciddi olaylar




Vildagliptin: Gok ileri yagh hastalarda daha az

AO, CAO ve ilaca bagh AO
<75yas <75yas
2 75 yas 2 75yas Vilda 50 mg 2x1 Karsilastirma ilaci
Vilda 50 mg 2x1 Karsilagtirma ilaci n=5984 n=6041
Herhangi bir AO; 133.9 200.6 147.9 177.3
HYM-ayarli, n (%) 86 (65.2) 114 (67.5) 4139 (69.2) 4174 (69.1)
18 (13.6) 24 (14.2) 943 (15.8) 1325 (21.9)
CAO 8.8 16.5 7.8 8.9
HYM-ayarli, n (%) 12 (9.1) 19 (11.2) 533 (8.9) 538 (8.9)
AO’ya bagh olarak tedaviyi
birakma 7.2 75 4.7 6.1
HYM-ayarh, n (%) 10 (7.6) 9 (5.3) 337 (5.6) 391 (6.5)
Oliim
0.0 1.7 0.3 0.3
HYM-ayarl, n (%
varit, n (%) 0 (0.0) 2 (1.2) 24.(0.4) 21(0.3)
HYM =Hasta yili maruziyeti; AO=advers olay; CAO=ciddi advers olay




Individualised treatment targets for elderly patients with > @
type 2 diabetes using vildagliptin add-on or lone therapy -
(INTERVAL): a 24 week, randomised, double-blind,
placebo-controlled study
WVildagliptin Placebo
(N=139) (n=139)
Onverall™ 66 (47-5%) 63 (45-396)
SAEsT 8 (5-896) 5 (2-6%%)
Discontinuations due to A ES 6 (4-2%6) =2 (2-296)
Deaths 1 (O-F26) 1 (O-726)
AEs (of any severity) in=5% of participants
in any treatment gQroup
Dizziness 11 (7-92%6) 3 (2-296)
Headache 8 (5-826) 4 (2-9%)
MNasopharnyngitis 7 (5-0%6) 7 (5-026)
Any predefined risk® 21 (15-19:) 24 (17-3%4%)
Hepartic-related A Es O O
Infecrtion-related AEs 18 (12-99%%) 24 (A7-2%%)
Pancreatitis-related A Es O O
Muscle-related A Es 1 (O-F=6) O
Neuropsychiatric-related AEs 1 (O-F26) ]
Lacric-acidosis- related AEs L8] L]
Skin or vascular- related AEs 1 (O-F26) O
Cardiovascular or cerebrovascular AEs S (2-6%96) 2A2-29)




Yash hastalarda vildagliptin kilo = Yash hastalarda vildagliptin distk
notral etki gostermektedir hipoglisemi riski ile iligkilidir

Placebo-controlld Pooled anaysis Placebo-controled Pooled anaysis

n 129 50 7y oW 13 78 i
BLiKg 749 Ul nn

Patients (%)

1.4
D86 W Vidagiptin S9mg od ¥ Vidaglptin 30 mg bid
! Vildagliptin 50 mg bid
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Uy study! 2wk study? Ato 104w Yo study’

+ The rate of hypoglycemia was 0.49 events per paient-year with vldaglipfin.2

L valbes a7 st e iz popiion. Pos o saralss o v sy et i moderas o e . Vg monoberpy, i Jlf 1 V2hes e reseted ot randomze popdaion. Po oty of 2 ek sy m ke with modeae o sevee R, Vi morobey, Vidagipi aton
atkhon'to meformi, ool of 3 Phase | and I stces bid tvice daly:BL basele; o, once day R, el impament o mefmi; ool o 38 Phase and . b, ce L., el o ocecaly, R, vl impaimend

'St W etl.Lancef 2013382-409-16; Schweizer A Defager . Diahees Ther 20134 257-67: *Schweizer A et Diabefes Obes Mefab 2011:13:55-54 'Stan WDt al. Lancel 2013,362:409-16; *Schweier A Deager S. iaheles Ther 2013425767, *Schwezer A et al Diabefes Obes Melab 2011,13.55-64




3

Drug Design, Development and Therapy

Dowe

Table 3 Model of gross and adjusted costs according to study group (mean unit cost in Euros) in the 2 year study period

ODORIGIMNAL RESEARCH

Use of metformin and vildagliptin for treatment
of type 2 diabetes in the elderly

Study groups Metformmin + Of Metformin + vildagliptin Tatal P-value
Patients, n (%) =717 n=2T0 n=287
Gross costs model
Prirmary care costs 23746 (1277 4) 2272 (L0987 23465 (12314 0244
Medical visits F23.5 (365.7) 5579 (3354) G78.2 (365.1) =20.001
_Laboratory tests FOol (40.3) 512 31.8) 4.9 [(39) =0.001
Caonventional radiology 185 (22.5) 2006 (24) 15 {22.9) .13
Complementary tests 174 (2684 173 (25.7) 174 {277) 0.950
Cirug costs (total) L5451 (1.0874) &35 (248.4) 1.566.% {1,05008) 0287
Metfiormin 5989 (342.2) 430.2 (385.1) 5518 (457.5) 00310
A versus vildagliptin 0552 (539.2) Q825 (8857) T47.5 (059.4) L] el
Oither drugs 900 (1940) 2023 (155.3) 2667 (1773) 0597
Specialized care costs JI03 (+42.4) 2454 (287.3) 2916 (407 0.025
Cays of hospitzlization 172 (1849) 8.3 (644) 153 {1&1.2) 0405
Medical visits 26l (379.0) 2001.% (151.3) 2448 (350.1) aols
Emergency room visits 315 (61 353 (71E) JL5 {oal) 0422
Health costs 16849 (1.456.5) 5175 (11732 26391 (1.386.2) 0041
Adjusted costs modef* Difference
Prirnary care costs P IBIT 22945 892 02390
a5 Cl 2297 62 4698 2153324357
Specialized care costs 3153 405 —5.9 00238
o5 Cl 204803459 19932996
Health costs 2899 | 25440 155.1 0.044
o3 Cl 280233 T35S 2385 127028

estimated marginal means.

Abbreviations: 8, oral antidizbetics, includes sulfonylwress and glitazomnes; Tl confidencs interval.

Motes: ¥Walues sxpressed as the mean (standard deviation). “Analysis of covarance model, the contrases are based on comparisons of linearly independent pairs among the




Vildagliptin ile farkli hasta alt gruplarinda
KV olay riskinde artis gozlemlenmemistir

MACE* ve alt bilesenleri icin insidans ve risk oranlari

Vildagliptin Karsilastirma kolu M-H RR
n/N (%) n/N (%) (%95 GA)
Yas, cinsiyet ve KV risk durumuna gére alt gruplarda MACE
Cinsiyet
Erkek 57/5310 (1.07) 64/3928 (1.63) 0.74 (0.52-1.05) Ij_l
Kadin 26/4289 (0.61) 21/3174 (0.66) 1.06 (0.61-1.85)
Yas (yil)
<65 yas 39/7239 (0.54) 50/5119 (0.98) 0.63 (0.42-0.95) |-o-|‘
>65 yas 44/2360 (1.86) 35/1983 (1.77) 1.09 (0.70-1.71)

Yiiksek KV risk**

Var 19/5167 (0.37) 16/3609 (0.44) 1.01 (0.51-2.00) —e—
Yok 64/4432 (1.44) 69/3493 (1.98) 0.78 (0.56-1.09) FeH

Uzun siireli galismalarin alt gruplarinda MACE

252 hafta siireli calismalar 66/4391 (1.50) 62/3836 (1.62) 0.93 (0.66-1.30) |'T|
0.01 0.1 1.0 10.0 100.0
Vildagliptin Karsilastirma kolu
daha iyi daha iyi

*MACE, major advers kardiyovaskuler olaylar—6limcil olmayan miyokard infarktiisti, 6limcil olmayan inme veya KV 6lim. Yiksek KV risk durumu ‘var’ daha énce standart MeDRA Sorgulamalarinda iskemik
kalp hastaligi, kalp yetersizligi, iskemik serebrovaskgler olaylar ve/veya embolik trombotik olay hikayesi olmasi anlamina gelmektedir. Vildagliptin = 50 mg 1x1/2x1; M-H RR, Mantel-Haenszel risk orani

1.Mclnnes G et al. Diabetes Obes Metab. 2015 Nov;17(11):1085-92



Original article
Efficacy and safety of saxagliptin in older
patients with type 2 diabetes mellitus
AEs, n (%) Ages <65 years Ages =65 years
SAXA Placebo SAXA Placebo
amg (n=662) amg (n=137)
(n=740) (n=142)
Patients reporting at least one AE* 531 (71.8) 445 (67.2) 99 (69.7) 109 (79.6)
Infections
URTI 62 (8.4) 51 (7.7) 6 (4.2) 10 (7.3)
UTI 52 (7.0) 41 (6.2) 8 (5.6) 8 (5.8)
Nasopharyngitis 42 (5.7) 44 (6.6) 7(4.9) 10 (7.3)
Influenza 26 (3.9) 24 (3.6) 4 (2.8) 11 (8.0)
Bronchitis 17 (2.3) 7(1.1) 2(1.4) 7(5.1)
Gastrointestinal disorders
Diarrhea 30 (4.1) 39(5.9) 6(4.2) 10(7.3)
Musculoskeletal and connective tissue disorders
Back pain 27 (3.6) 39 (5.3) 1 (7.7) 6 (4.4)
Pain in limbs 24 (3.2) 26 (3.9) 3(2.1) 7(5.1)
Nervous system disorders
Headache 52 (7.0) 38 (5.7) 5(3.5) 9 (6.6)
Dizziness 17 (2.3) 19 (2.9) 4(2.8) 10 (7.3)
Respiratory, thoracic and mediastinal disorders
Cough 21 (2.8) 29 (3.9) 3 (2.1) 11 (8.0)




Yasla bobrek hastalig: sikligi artar

Yasli bobrekte olan glomeruloskleroz,
interstisyel fibrozis ve vaskuler skleroz gibi
altta yatan spontan fibrotik degisiklikler ve

azalmis fonksiyonel rezerve bagh

yvashlarda KBY’nin ilerleyisi
daha hazhidir.



Bobrek hastaligi glukoz kontroliinii zorlastirir

O

» Bobrek hastaligl olan hastalarda agir hipoglisemi riski artmaktadir!
o Hipoglisemi, KV olay riskinde artis ile iliskilidir2

[EEY
o
J

Agir hipoglisemi riski*
(insidans hizi orani)

o N B O o
1

KBH - + - +
Diyabet - - + +

1. Moen MF ve ark. Clin J Am Soc Nephrol 2009;4:1121; 2. Sanon VP ve ark. Clin Cardiol 2014;37:499
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Renal fonksiyon degistikge ndt

Clinical Practice Guideline

-
ted a VI I e r kl S I t I a n Iyo r Clinical Practice Guideline on management of patients

Sulfonylureas

a-glue
|nhibitors

DPP-IV
inhibitors

Incretin
Mimetics

Matformin
Glicazide
Glyburide
Glimepiride
Gliquidone
Repaglinide
Nateglinide
Acarbose
Miglitol
Ploglitazone
Sitagliptin
Vildagliptin
Saxagliptin
Linagliptin
Alogliptin
Exenatide
Liraglutide

Lixisenatide

GFR diizeyleri : (KBH 1:90+,KBH2:89-60,KBH3:59-30,KBH4:29-15,KBH5:15 alti veya diyaliz

with diabetes and chronic kidney disease stage 3b
m or higher (eGFR <45 mL/min)

CKD-5ND

Wososments [ vsessomiany®  SoOmafdey'™  Condder carfuy/Awaitig frthrdota

Start at low doses and dose titration every 1-4 weeks

Recude dosage to 1 mg/day

Reduce to 50 mg/day
‘Reduce to 50 mg/once daily
Reduce to 2,5 mg/once daily

Reduce to 25 mg/day

No experience




Linagliptinin buyuk bir kismi degismeden
safra ve bagirsaklar yoluyla atilir

Renal Atilim Orani

Linagliptin1I5%

. Y
Sitagliptin® Atilimi renal yolla
gerceklesen glukoz
Vildagliptin3 duisiricda ilaclar,
renal yetmezligi olan
o ‘ hastalarda
Saxagliptin® 75% hipoglisemi riskini
arttirmaktadir.
intins _710,
Alogliptin 60-71% 5 )

Linagliptin KUB Vincent SH, ve ark. Drug Metab Dispos. 2007;35:533—-538; He H, ve ark.

Drug Metab Dispos. 2009;37:536—544. Saksagliptin KUB; Christopher R, ve ark. Clin Ther. 2008;30:513-527.



Alogliptin Use in Elderly People: A Pooled Analysis from
Phase 2 and 3 Studies

Richard E. Pratley, MD,™ Thérése McCall, PhD," Penny R. Fleck, MT,? Craig A. Wilson, PbhD,*

and Qais Mekki, MD, PhD?
=65

Placebo Alogliptim 12.5mg Alogliptin 25 mg

Variable = 105 m= 175 m=175
Any adverse event 68 (64.8) 117 (66.9) 111 (63.4)
Any event leading to withdrawal™ 2 (1.9) G {3.4}* Fa {4.{}}*
Any related event® 11 (10.5) 26 (14.9) 27 (15.4)
Any serious event 6 (5.7) 8 (4.6) 13 (7.4)
Most common events®
Diarrhea 3 (2.9) 1 (0.6) 4 (2.3)
Dyspepsia 5 (4.8) 1 {0.6) 3 (1.7}
Peripheral edema 3 (2.9) 5 (2.9) 8 (4.6)
Bronchitis 2(1.9) 4 (2.3) 1 (0.6)
Nasopharyngitis 7 (6.7) 11 (6.3) 8 (4.6)
Sinusitis 2 (1.9 O {0.0) 4 (2.3)
Upper respiratory tract infection 6 (5.7) b5 (2.9) 2 (1.1)
Urinary tract infection 5 (4.8) 10 (5.7) 7 (4.0)
Fall 1 (1.0) B8 (4.6) 3% 2 (1.1)
Back pain 4 (3.8) 3(1.7) 6 (3.4)
Dizziness 2 (1.9) 6 (3.4) 5 (2.9)
Headache 1 (1.0) 8 (4.6) 6 (3.4)
Pruritus 1 (1.0) 4 (2.3) 9 (5.1
Hypertension 3 (2.9) 6 (3.4) 6 (3.4)

Pratley RE, J Am Geriatr Soc 57:2011—2019, 2009




Hastalarin Yuzdesi

Alogliptin kullanan yash diyabetiklerde
hipoglisemi riskinde anlaml artis yok

<65 yas >65 yas

24% -
21% -
18% A
15% A
12% H

9% A

6% A

Dﬁf’n . (g . ’_‘I___‘

Timii  Semptomatik Asemptomatik Ciddi Timii  Semptomatik Asemptomatik Ciddi
Hafif-Orta Hafif-Orta Hafif-Orta Hafif-Orta

O Placebo [ Alogliptin 12.5mg B Alegliptin 25 mg

Pratley RE, J Am Geriatr Soc 57:2011—2019, 2009



Kalp Yetmezligi Sebebiyle Hastaneye Yatis!

SAVOR-TIMI N=16.492 EXAMINE N=5.380 TECOS N=14.671

Saksagliptin Plasebo Alogliptin Plasebo  Sitagliptin Plasebo

(N=8280) (N=8212) (N=2701) (N=2679) (n=7332) (n=7339)
Kalp Yetmezligi 290 230 106 89 228 229
Sebebiyle (3.5) (2.8) (3.9) (3.3) (3.1) (3.1)
Hastaneye Yatis
Risk Orani 1.27 (1.07-1.51); P=0.007 1.19 (0.90-1.58); 1.00 (0.83-1.20);
(%95 GA) P=0.22 P=0.98

Tablo referans 1’den uyarlanmistir.
- Vildagliptinin KV giivenlilik calismasi yapilmamistir

- Linagliptin KV giivenlilik calismalar: sonuclar: heniiz yayinlanmamistir

1. Fiorentino T V, Endocrine (2016) 53:373-380



DPP-4 inhibitorleri ve kirik riski

QI [E5%
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DPP-4 inhibitor

Active comparator

Mamza J, Diabetes Research and Clinical Practice (2016) 116:288-298



Long-Term Safety of Dapagliflozin in Older Patients with Type 2
Diabetes Mellitus: A Pooled Analysis of Phase ITb/IIl1 Studies
e ) Ape <65 years Age =65 yoars Ape =T5 years®
Dapaglilozin Placebo DragpagliMoein Placcho Drapeaeli Movein Placeha
10 mg (n = 1406) (e — 1301) 10 mg (n — G20) (n — 655) 10 mg (n — 97) (m — T7)
AEs
Al TO2E (73.0) Q2O (LT AR [T AY AT (TE. ) TH (H0.1) 58 (75.3)
AE lcading 1o discontinuation B3 (5.9) 65 (5.00) B (14.4) BO{12.2) 26 (26.8) 17 (Z2.1)
Any SAE" 154 (11.0) 154 (11.8) 124 (200.0) 132 (20,2 19 (19.6) 14 (18.2)
Deaths T (0.5} T (0.5) 11 (1.8) 5 (OLE) 2 (200 1¢1.3)
AEs of special intenest
Hypoglycacmia
All 253 (18.0) 174 (13.4) 125 (20.2) 116 (17.7) 17 (17.5) 13 (16.9)
Major episodes® 2 01} 2 (0.2 2 (0.3} 0 0 0
Crenital infoction
All 115 (8.2) 13 (1.0 41 {6.6) 6 (0.9) T (7.2 0
Female TE (12.5) 12 (2.2) 20 (K.8) 3 (1.2} & (1400 0
Male BT (4T 1 0013 21 (5.4) 3 (LT 1 (1.9) 0
SAEs" il L] L] L] L] 0
Urinary tract infection
All 124 (B.8) T1 (5.5) 50 (%.1) 50 (T.6) & (B2} T 01y
Female 9% (14.9) 52 (0.5) 28 (12.3) 34 (13.4) A4 (0.3 5 (16.1)
Malc 1 (400 19 (2.5) 23560 16 (400 A4 (T.4) 2 (4.3
SAEsY & L) 2 (0.2 2 (0.3} 1 (0.2) 1 (1.0 0
Pyclonephritis 2 01} 1 0013 1 (0.2) 2 (0.3 0 0
WVolume reduction”
All 24 (1.7 16 (1.2) 14 (2.3) 11 (1.7 & (3.1} 2 (26
SALEsY 1 (=01 & 0.2 2 (0.3} 5 (0.4) 0 1¢1.3)
Syncope 1 (=1} 2 (0.2) 1 (02) 3 (0.5) 0 1¢1.3)
Circulatory collapse 0 1 (=113 1 (0.2) 0 0 0
REenal function
All 4D (Z_5) JO (2.3 BT (14.0) 52 (7.0 2O [(20.9) 16 (20.8)
SAEsY 4 (0.3) 1 0013 1 (0.2) 2 (0.3 1(1.3) 0




Dapagliflozin ile Kardiyovaskiiler Sonuclar
Agegoup Dy T opop S o HRus.control (95%C)
5years 48409 421229 —a— 0726 (0473, 1.114)
5years 471390 39/948 — 0,679 (0.565, 1.366)
Tsyearst 9204 71 —— 0.950 (0,345, 2617)

04 : 10
IRR (95% CI)




Empagliflozin ile Klinik Sonlanimlar

O

EMPA-REG OUTCOME Pooled Analysis

(N=7020)
3 (1)
Hazard ratio (95% Pvalue
CI)
——
Primary composite endpoint* 0.86 (0.74-0.99) 0.04
Secondary composite endpoint’ 0.89 (0.78-1.01) 0.08
ry p p I
Death from any cause 0.68 (0.57-0.82) <0.001
——
CV death 0.62 (0.49-0.77) <0.001
———
Fatal or nonfatal MI 0.87(0.70-1.09) 0.23
——
Hospitalization for HF 0.65 (0.50-0.85) 0.002
P ——
Hospitalization for HF or CV death 0.66 (0.55-0.79) <0.001
0,00 0,50 1,00 1,50

<€

Favors empagliflozin




COF TCET S T & TS .
Emmpagliflo=zin, Cardiovascular Ourcomes,
and Morcalicoy in Tyvpe 2 Diabetrtes
Empagliflozin, Empagliflozin, Poaled
Placebo 10 mg 25 mg Empagliflazin
Event (N~ 2333) (N~ 2345) (N = 2342) (N — 4687)
Any adverse event 2139 (91.7) 2112 (90.1) 2118 (90.4) 4230 (90.2)F
Severe adverse event 592 (25.4) 536 (22.9) 564 (24.1) 1100 (23.5)
Serious adwerse event
Ay 958 (42.3) B76 (37.4) 913 (39.0) 1789 (38.2)F
Death 119 (5.1) 97 (4.1) 79 (3.4) 176 (3.8)§
Adverse event leading to discontinuation of a 453 (19.4}% 416 (1F.7) 397 (17.0) B13 (17.3)%
study drug —_—
Confirmed hypoglyoemic
adwerse event¥
Arvy 650 (27.9) 656 (28.0) 647 [27.6) 1303 (27.8)
Requiring assistance 36 (1.5) 33 (1.4) 30 (1.3) 63 (1.3}
Event consistent with urinary tract infection| 423 (18.1) 426 (18.2) 416 (17.8) 842 (18.0)
Male patients 158 (9.4) 180 (10.9) 170 (10.1) 350 (10.5)
Fermnale patients 265 (40.6) 246 (35.5) 246 (37.3) 492 (36.4)%
Complicated urinary tract infection = 41 (1.8) 34 [1.4) 48 (2.0) S B2 (L7}
Event consistent with genital infection{ i 42 (1.8) 153 (6.5) 148 (6.3) 301 (6.4)1
Male patients 25 (1.5} 8D (5.4) 77 (4.6) 166 (5.0)F
Femnale patients 17 (2.5) 64 (9.2) 71 (10.8) 135 (10.0)§
Event cansistent with velume depletioni i 115 (4.9} 115 (4.9)% 124 (5.3) 239 (5.1}
Acute renal failure§§ 155 (6.6) 121 (5.2) 125 (5.3) 246 (5.2)§
Acute kidney injury 37 (1.6) 26 (1.1) 19 (0.8) 45 (1.0}
Diabetic ketoacidosis®Y 1 (=0.1) 3 (0.1} 1 (=0.1) 4 (0.1}
Thromboembaolic event§§ 20 (0.9) 9 (0.4} 21 (0.9) 30 (0.6)
Bone fracture| | 91 (3.9} 92 (3.9) B (3.7 179 (3.8)




Yash tip 2 DM’lu hastalarda canagliflozin
etkinlik ve guvenligiyle ilgili veriler

Canagliflozin ile Alc dususu, yaslilarda geng Tip 2
DM'lilere gore daha az ancak anlamili

Sistolik KB ve VA'nda genclere benzer dusus

Idrar yolu enfeksiyonlari ve mikotik genital
enfeksiyonlarda artis var

Consult Pharm. 2014;29(5):335-46



OZET

Yash tip 2 DM’lu hastalarda glisemik hedefler giivenli sinirlarda tutulmalh
Medikal ajan seciminde oncelik kontrendikasyon yoksa metformindir

Ikinci basamakta konvansiyonel OAD’ler olan siilfoniliire ve meglitinidler
kullanilabilir; hipoglisemi ve kilo aldirmalari bunlarin onemli simirliliklar:

Yaslilarda giivenli kullanilabilecek ikinci basamak ajanlar arasinda DPP4
inhibitorleri kilavuzlara girmis durumda

Yeni lﬁelistirilen oral antidiyabetiklerin kardiyovaskiiler acidan giivenli
olduklari, hatta tistiin olduklarini gosterir yeni veriler mevcut

SGLT-2 inhibitorleri yash hastalarda avantajlar: kadar potansiyel yan
etkileri acisindan dikkatle kullanilmal
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