Dwoc ly lam sang;:

Co phai cac thuoc ARB déeu
hiéu qua nhw nhau cho bénh
nhan tang huyét ap?
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Telmisartan la ARB duy nhat dwoc chap thuan dung dé
phong ngira bién co tim mach & benh nhan nguy co’ cao

Tang huyét ap Phong ngtra tim mach
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Product information according to EMA (www.ema.europa.eu) or eMC (www.medicines.org.uk) for locally registered products.
This presentation is for scientific purpose only. Please consult the approved local prescribing information before product use.
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Co ché tac déng cua thudc trong
cung 1 nhém la nhw nhau...

. nhwng cau tric hda hoc
cua moi thuoc khac nhau

C6 hay khéng sw khac biét vé dweore Iy 1am sang?



Cau tric hda hoc cua cac thuoc nhém ARB # Sartans

Losartan Valsartan Irbesartan Candesartan Olmesartan
(active form) (active form) (active form)
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Mclnnes, G. (2008). 24-hour powerful blood pressure-lowering: is there a clinical need? Journal of the American Society of Hypertension, 2(4), S16-S22.
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Table 1

DUOC PONG THUOC ARBs

Pharmacological and Pharmacokinetic Interactions of Angiotensin Receptor Blockers (ARBs)

AT = angiotensin; AUC = area under the curve; PGH; = prostaglandin Hy; PPAR-y = peroxisome proliferator-activated receptor-y; N5 = not significant; TxA; = thromboxane Az URAT1 = urate transporter 1.

'PPAR-y activity occurs at therapeutic dosages only with telmisartan, whereas TPPAR-y activity with other ARBs cannot be achieved with therapeutic dosages.

Dista from Taman MA, etal. Nt Rev Drug Diseov 20021:621-6365 and Barra §, et al. £xp Opin Phermoesther 20091001 73-180.4

T
Drug ATy-Receptor
Food Interactions Interactions Dose in Hepatic Impairment Dose in Renal Impairment Coflular Effects- Binding
Losartan 10% decrease in Rifampin, Anitial dosage No change in dose LURATL, TPPAR-y, Surmountable
bioavailability fluconazole 1TxA,/PGH,
Valsartan =50% decrease in AUC None No change in dose No change in dose None [nsurmountable
(NS)
Irbesartan No None No change in dose No change in dose LITxA>/PGH,, TPPAR-y, | cell | lusurmountable
arowth
Candesartan No None nitial dosage in patients with No change in dose PPAR-y surmountable
moderate impairment
e — L
LabmvmrrinolU | 0%-20% decrease in Digoxin Use with caution No change in dose TPPAR-y, Llcell growth,
f? bioavailability L0xidative stress —]
Eprosartan Delayed absorption (N5] | None TV V1B N T ' one Surmountable
exercise care in severe disease; no data available)
Olmesartan No None No change in dose No change in dose Hmk / [nsurmountable
 ——




DUO'C PONG THUOC ARBs

Pharmacology and Pharmacokinetics of Angiotensin Receptor Blockers

Inhibition of Pressor AT, Affinity | Half life Time to BP P450 Elimination ABPM 24-hour Mean BP Reduction From
ARB Effect of Angiotensin 11 vs. AT, (Hours) Effect (Weeks) | Metabolism (Approximate) Fo% Tax (Hours) | Baseline (Systolic BP /Diastolic BP [mm Hg])
Losartan 25-40% 1,000-fold 6-9 3-6 Yes [CYP 2C9 and | 35% renal 33 1 (metabolite 11-9/7-5
3A4) 60% hepatobiliary 3-4)
Valsartan 30% 20,000-fold b 4 Unknown 13% renal 10-35 2-4 19-8/12-5
83% hepatobiliary
Irbesartan 40% 8,500-fold 11-15 2 Yes (CYP 2C9) | 20% renal 60-80 1.5-2 11-10/7-6
80% hepatobiliary
Candesartan TK 10,000 9 2-4 Not significant | 33% renal 15 3-4 13-11/9-8
67% hepatobiliary
f; - .
Telmisartan 80 40% 3,000-fold 24 4 No <1% renal 42-58 0.5-1 15-11/11-7
~T— >97% hepatobiliary
——— o — —
Eprosartan 30% 1,000 20 -3 T To% renal 13 1-2 None
90% hepatobiliary
Olmesartan 61% 12,500-fold 13 1-2 No 35%-50% renal 26 1-3 15-13/11-9
30%-65%
hepatobiliary

ABPM = 24-hour blood pressure monitoring; ARB = angiotensin receptor blocker; AT = angiotensin type 1 receptor; BP = blood pressure; CYP = cytochrome; F% = bioavailability; Tipay = time to peak concentration,

Data from Zaman MA, et al, Nat Rev Drug Discov 20021:621-63642 and Barra S, et al. Exp Opin Pharmacother 200910:173-189.42



Cau trac dac biét dan den tinh chat dwoc Iy hoc
cta Telmisartan néi troi so v&i cac ARB khac
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Ty lé day dinh (T:P)cang gan 1
hleu qua diéu tri cang toi wu suot 24 gi®

SBP T:P ratio tis, OF range
Drug class Monotherapy  or range thereof thereof (h) Source
ARB Azilsartan 0.95% 11 58, 81
Telmisartan 0.92° Up to 24 62,82
Candesartan 0.824 g 58, 83
Olmesartan 0.60-0.80° 13 65, 65
Valsartan 0.654 6 66, 84
Losartan 0.622 2 (6-9 for metabolite)  ©2: 83
Irbesartan 0.574 11-15 62, 84
CCB Amlodipine 0.852 35-50 70, 86
Diltiazem SR 0.20-0.80° 6-8 87, 88
Nitrendipine 0.10-0.80° 12-14 87, 89
ACE inhibitor Lisinopril 0.63¢ 12.6 90, 91
Ramipril 0.50-0.632 13-17 87,92
Captopril 0.254 o 87,93

The Journal of International Medical Research 2009; 37: 1662 — 1679 [first published online as 37(6) 5]



Mtrc gidm HATThu so véi ban ddu (mmHg)

Telmisartan kiém soat huyét ap hiéu qua
suot 24-48 gio

Quén liéu 48 gi&r sau liéu dau tién

Valsartan 160mg v V

[ ] Telmisartan 80mg

Ngay 1 i Ngay 2
n=877 |

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Thei gian sau liéu tac dung (gi®)

Adapted from Lacourciere Y et al. Blood Press Monit 2004;9:203-210.



Nghién ctru ONTARGET: Chirng cwr bao vé tim mach
cua Telmisartan & bénh nhan nguy coocao TM

Giam nguy co tim mach trén tiéu chi gop *
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Ty 1€ nguy co tich luy

0.05

0
0 1 2 3 4 5
S6 nam theo dbi
S6 bénh nhan
Telmisartan 8,452 8,177 7,778 7,420 7,051 1,687
Ramipril 8,576 8,214 7,832 7,472 7,093 1,703

*Reduction in composite CV risk (Primary endpoint: cardiovascular mortality, non-fatal myocardial infarction, hospitalisation for congestive heart failure, non-fatal stroke)
The ONTARGET Investigators. N Engl J Med 2008;358:1547—1559



Nghién ctru ONTARGET: Chirng ctr bao vé than cua
Telmisartan & bénh nhan nguy co’cao TM
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2-year increase Final increase

Urine albumin increased at 2 years and at study end to a lesser extent in participants assigned
telmisartan vs those assigned ramipril

The geometric mean of urine albumin excretion at baseline ranged between 0-81 mg/mmol and 0-83 mg/mmol creatinine and was not different
between the randomized groups.

Mann et al. Lancet. 2008



Cau tric héa hoc khac nhau dan den kha nang hoat héa thu thé
PPARy cua cac thuéc ARB khac nhau
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EXP 3174
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Hoat héa thu the PPAR-y cang cao lam tang nhay insuline va cai thién
sw chuyen hoa glucose, cang co lgii cho bénh nhan dai thao dwéng

Benson et al. Hypertension 2004;43:993-1002
https://www.mdpi.com/1422-0067/19/7/2063/htm



Sw thay doéi cac chi s6 dwdng huyét telmisartan vs losartan

40 bénh nhan tang HA cd hdi chirng chuyén hoa, diéu trj trong 3 thang
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Cardiovascular Diabetology 2005;4:6.



So sanh anh hwong cua telmisartan va irbesartan trén
chuyéen hoéa glucose

188 bénh nhan BTD typ 2 k&m hdi chirng chuyén héda, diéu tri trong 12 thang

Fasting Fasting Insulin

Glucose Insulin resistance HbA1c

P<.05 P<.05

-20

-25

Irbesartan 150 mg (n=93)
=30 P<.05

B Telmisartan 40 mg (n=95)

G. DeRosa et al. Hypertension Research, 2006;29:849-856.



Telmisartan: hiéu qua giam nguy co’ sa sut tri tué
trén bénh nhan dai thao dworng tang huyet ap

10.00

Cumulative Rate of Dementia (%)

—ron-Telmisartan = = Telmisartan

Log rank p =0.022

Subdistribution hazard ratio = 0.70(95% CI 0.51-0.95)

5.00 -~
0.00
0
Num. of Risk
non- Telmisartan 9120
Telmisartan 2280

https://doi.org/10.1371/journal.pmed.1003707

Telmisartan use and risk of dementia in type 2 diabetes
patients with hypertension: A population-based cohort
study

Chi-Hung Liu, Pi-Shan Sung, Yan-Rong Li, Wen-Kuan Huang, Tay-Wey Lee, Chin-Chang Huang, Tsong-Hai Lee,
Tien-H=sing Chen Ed &) Yi-Chia We

Published: July 19, 2021 » hitps:{/doi.org/10.137 1/journal .pmed. 1003707



Hiéu qua

trén bénh nhan dai thao
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giam nguy co’ dét quy, thuyén tac

dworng tang huyét ap
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Telmisartan use and risk of dementia in type 2 diabetes

9120  s1s8  patients with hypertension: A population-based cohort
g0 2138 study

Chi-Hung Liu, Pi-Shan Sung, Yan-Rong Li, Wen-Kuan Huang, Tay-Wey Lee, Chin-Chang Huang, Tsong-Hai Lee,
Tien-Hsing Chen B &, Yi-Chia We

https://doi.org/10.1371/journal.pmed.1003707

Published: July 19, 2021 » hitps:/idoi.org/10.137 1/journal pmed. 1003707



Telmisartan ti 1é dao thai qua than thap nhat trong nhém ARB

(Khéng can chinh lidu trén bénh nhan ngwoi gia, suy than va dang loc than nhan tao)

50 | 48%
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Renal excretion (% of total excretion)

o

*Telmisartan is metabolised hepatically, and should be used with caution in patients with mild-to-moderate hepatic impairment

Song J.C. & White C.M., Formulary 2001;36:487-499;
Stangier J., et al. J Int Med Res 2000;28:149-167



Nghién cwru DETAIL:

Telmisartan 1am cham tién trinh gidm dd loc cau than & bé&nh nhan dai thao dwdng

Péi twong: BN BTD tip 2, c6 tiéu albumin vi/dai lwong
10

888 Enalapril
+—o -+ Telmisartan

Enalapril
20 mg/ngay
(N=130)

Telmisartan
80 mg/ngay
(N=120)

Change in Glomerular Filtration Rate
(ml/min/1.73 m?)

Barnett et al. N Engl J Med 2004;351:1952-1961. Erratum in: N Engl J Med 2005;352:1731
Barnet. Acta Diabetol 2005; 42 Suppl 1:5S42—-S49



Hiéu qua bao vé than cua ARBs:
Mdrc giam GFR trong DETAIL, IRMA-2, IDNT va RENAAL

IRMA-2T IDNTT RENAAL* DETAILT
2 years 2.6 years 3.4 years 5 years
Irbesartan Irbesartan Losartan Telmisartan
300 mg 300 mg 100 mg 80 mg
B
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L M
C
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O E
—
E

*Median
tMean Parving et al. N Engl J Med 2001;345:870-878;
Brenner et al. N Engl J Med 2001;345:861-869
Lewis et al. N Engl J Med 2001;345:851-860;
Barnett AH, Bain SC et al. N Engl J Med 2004;351:1952-1961



Tac dung phu dan den ngwng diéu tri cta
cac nhom thuoc

354 TNLS phan nhém ngau nhién; N = 39.879 diéu trj bang thudc; 15.817 placebo

10 - 9.9

7.5

Ty lé c6 tac dung phu*

Thiazide CCBs B-blockers ACEls ARBs
diuretics

*Treated minus placebo

Law M et al. Health Technol Assess. 2003;7:1-94



Ty Ié bénh nhan tuan tha diéu tri 1au dai  nhém ARB cao nhat
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Conlin PR et al. Clin Therapeut 2001;23:1990-2010



Thoéng diép chia sé
« ARBs c0 co ché tac ddng la nhw nhau

« Trong cling nhom thudc, cau tric phan tl khac nhau co6 thé dan dén dac

tinh dwoe ly hoc khac nhau = hiéu qua trén Iam sang c6 thé khac nhau.
* Y hoc C& thé hoé (suy than, suy gan, ngudi I&n tudi,..)

 Chu y dén tuan thu diéu tri, mot yéu td quan trong trong danh gia hiéu qua

diéu tri



Cam on sw chi y lang nghe cua Quy vi
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