Supplementary material

Supplementary table 1. Papers excluded on joint decision of two reviewers
	Study
	Reason for exclusion

	Boockvar, 20201
	Did not include comparator
· only included people receiving antihypertensives

	de Heus, 20192
	Did not report results for people aged ≥80
· included people aged ≥50

	Delgado, 20173
	Did not include comparator
· only included people receiving antihypertensives

	Kerry, 20204
	Did not include comparator
· only included people receiving antihypertensives)

	Kostis, 20145
(SHEP substudy)
	Did present results for people aged ≥80

	Okorie, 20196
	Protocol a trial, which was stopped due to poor recruitment.
· The White Coat HYpertension in the Very Elderly Trial (HYVET 2)
· https://www.isrctn.com/ISRCTN13127656

	Ravindrarajah, 20177
	Did not analyse data by review intervention (antihypertensives use)
· UK CPRD Data of 144,403 participants aged ≥80 registered with family practices in the United Kingdom. 

	Rivasi, 20208
	Did present results for people aged ≥80
Did not present outcomes of antihypertensive drug use in people with or without impairment of activity of daily leaving.

	Schellenbaum, 20059
	Did not report frailty status
Did not report results for people aged ≥80
Did not report the review outcomes
Review outcomes not reported
· assessed association of ACE inhibitor use, hand-grip strength, and weight loss.

	Warwick, 201510
(HYVET substudy)
	Did not report results in people with and without frailty
· no evidence of an interaction between effect of antihypertensive treatment and frailty measured by the FI
· only ambulatory patients were included in the trial
· analyses eligible for the review not available from the authors

	Weidung, 201511
	Effects of antihypertensives was not assessed.
· participants aged ≥85
· 433 patients with slow gate speed (<0.5 m/sec, aged 90.6±4.8)
· antihypertensives used by 73%

	White, 201912
	Did not report results for people aged ≥80
Did not report results by frailty status
· included patients aged ≥75
· gate speed used as outcome




Supplementary table 2. Studies that without full-text access (all judged as unlikely eligible)
	Study
	Comment

	Ahmad, 200313
	A retrospective review of 100 house-bound patients on the association of different antihypertensives with left ventricular hypertrophy.

	Ambrosioni, 200214
	The abstract suggests an overview of two previous studies EMERIAU STUDY and the HYVET study. EMERIAU study reported in DOI: 10.1097/00004872-200102000-00023 was a 12-week study that did not meet the review criteria.

	Anonymous, 200015
	The title ‘Treatment of hypertension in the elderly: Conventional or new drugs?’ [Dutch] and 2-page length suggest an opinion paper.

	Anonymous, 200016
	A 1-page article in Japanese from 2000. The title indicates a comparison of a calcium antagonist and a diuretic in elderly hypertensives, thus not meeting eligibility criteria. 

	Anonymous, 200117
	The title ‘Antihypertensives after 70. The STOP-2 trial confirms key place for diuretics’. 1-page length suggests an opinion paper. STOP-2 trial does not meet the review eligibility criteria.18

	Anonymous, 200219
	The title ‘ARB superior to beta blocker in preventing adverse outcomes in older, high-risk hypertensive patients’ indicates comparison of 2 medications and does not meet the study criteria.

	Anonymous, 200320
	The title ‘Comparison of ACE inhibitors with thiazide diuretics in the elderly with hypertension.’ [Dutch] indicates a comparison of 2 medications and does not meet the study criteria.

	Anonymous, 200321
	The title ‘[Double profit for hypertensive patients. Blood pressure decreases--frequency of coitus increases]’ does not indicate a report of the study groups or outcomes suitable for our review. 2-page length suggests an opinion paper.

	Anonymous, 200322
	The title ‘Outcomes data for Atacand: results of the SCOPE study.’ refers to the SCOPE study (doi: 10.1097/00004872-200305000-00011) that does not meet the review criteria. The 1-page length suggests an opinion paper or an abstract.

	Anonymous, 200423
	The title ‘Eprosartan dual action offers clinical benefit for elderly and overweight hypertensives’, and the 2-page length suggests an opinion paper or abstract.

	Anonymous, 200824
	The title ‘Treating hypertension in patients older than 80 years’ and 1-page length suggest an opinion paper.

	Anonymous, 200825
	The journal name ‘Johns Hopkins Medical Letter’ and the 1-page length suggest an opinion paper.

	Bachmann, 200026
	The title ‘Cardiovascular mortality in elderly patients with hypertension is independent of which antihypertensive drug has been used.’ [German] indicates a comparison of 2 medications and does not meet the study criteria. The 1-page length suggests an opinion paper or an abstract.

	Baumgart, 200327
	The title ‘[LIFE study proves preventive action. With losartan to do even more against stroke]’ refers to the LIFE study, which did not people agreed ≥80. The title and the 2-page length suggest an opinion paper.

	Belmin, 200328
	The title ‘Hypertension in the elderly: Angiotensyn converting enzyme inhibitors vs diuretics.’ [French] indicates a comparison of 2 medications and does not meet the study criteria. The journal name ‘Revue de Geriatrie ‘suggests this is a review paper.

	Blalock, 200529
	This work examined factors associated with potentially inappropriate drug use among rural community-dwelling older adults. The list of outcomes does not include this review outcomes, and hypertension itself is one of the outcomes.

	Bolbrinker, 200930
	The title ‘[Antihypertensive drug treatment and renal function in geriatric emergency patients]’ and abstract indicate analysis, 60 patients had hypertension, of whom only 5 were not receiving antihypertensive medications, and the abstract does not suggest attempts to analyse the effect of using or not using of antihypertensive drugs in these patients. The study outcomes are not the review outcomes.

	Borghi, 200731
	The present study aimed to prospectively evaluate the rate of persistence on treatment and the extent of BP control in 301 elderly, uncomplicated grade I or II hypertensive patients randomly allocated to monotherapy with angiotensin-converting enzyme inhibitors, calcium channel blockers, beta-blockers, angiotensin II receptors, or diuretics according to an open-label single-blind study design. The abstract does not suggest a no-treatment group or analysis of the review outcomes or age group. Frailty assessment has not been mentioned.

	Cocchi, 200232
	The study reports BP control as the study outcome. The study only included people treated with hypertension (no controls) and does not mention follow-up, old age and frailty status.

	Coover, 200833
	The study reports the prevalence, treatment, and control of hypertension in residents of skilled nursing facilities. The study does not mention the review outcomes or frailty assessment.

	Davis, 201334
	The paper is from the Cardiology Review journal.

	De Leeuw, 201035
	The title ‘Reduced blood pressure in people over 80 with hypertension: New insights does not mean a new policy yet.’ and article type (Short Survey) [Dutch]’ suggest an opinion article.

	Dumitrascui, 200636
	The study presents baseline characteristics of Romanian patients recruited in the HYVET trial.

	Forette, 200337
	The title ‘Management of hypertension in old to very old patients: How to proceed? [French]’, the journal name ‘Archives des Maladies du Coeur et des Vaisseaux – Pratique’ and the 3-page length suggest an opinion article.

	Forette, 200038
	This is a subanalysis of the Syst-Eur study, which was considered fur this review but did not meet its criteria.

	Fusgen, 200139
	Average age 67 years, frailty not mentioned. The observation duration was only 3 months, thus not meeting the review criteria.

	Keil, 200040
	The title ‘[Therapy of hypertension with calcium antagonists. Heart and kidney protection for elderly type 2 diabetic patients]’ and the 1-page length suggests an opinion paper or an abstract.

	Kisliak, 200341
	The English title [Results of monotherapy with retard formulation of indapamide of elderly patients with isolated systolic hypertension and left ventricular hypertrophy] and its original Russian title suggest testing of a medication in people with target organ damage without mentioned frailty.

	Kuwajima, 200042
	The report refers to the ‘A final result of the National Interventional Cooperative Study in Elderly Hypertension (NICS-EH)’. The study compared two treatment regimes with no control group, and there is no analysis of frailty status. The report is available online https://www.acc.org/latest-in-cardiology/clinical-trials/2010/02/23/19/12/nicseh.

	Lam, 200843
	The study assessed medication consultations, hypertension control, awareness, and treatment among elderly Asian community dwellers. The focus was on achieving BP control without a report of the review outcomes; frailty status has not been analysed.

	Landgraf, 200044
	The 1-page report [ACE inhibitors for elderly hypertensive patients] in a journal named ‘MMW Fortschritte der Medizin’ with a scope of ‘a cross-media medical training body for resident doctors; offers scientifically reputable, competent and reader-friendly up-to-date information in print and online’ indicates an educational summary. This is outside the review eligibility criteria.

	Lassila, 200045
	The analysis reports the use of antihypertensive medications 5 years after completion of the SHEP trial and does not report data on frailty or the review outcomes. The limitations of the SHEP trial for this review have been assessed separately in this review.

	Lazebnik, 200246
	The title [Synchronous antihypertensive and antiischemic action of lacidipine in elderly patients with hypertension and ischemic heart disease] is better red in Russian before the used translation into English. It suggests assessing the properties of the drug and does not mention an assessment of frailty or the review outcomes.

	Liu, 200547
	The study assessed the effects of antihypertensive treatments for stroke prevention irrespective of entry blood pressure and assessed the recurrence of cerebrovascular accidents. The abstract mentions that the results were not affected by age, rather than specific reports for age groups. There is no mention of frailty assessment/consideration.

	Ma, 200548
	Elderly hypertensive patients were treated with losartan with an assessment of the effect on left ventricular hypertrophy, renal arterial structure and blood biomarkers, which are not the review outcomes. There was no control group or frailty consideration.

	Madi, 200149
	An observation study of valsartan with an observation time of up to 6 months only. The controls were people taking other antihypertensives.

	Menard50
	This is a commentary on STOP-2 trial.

	Naber, 200051
	Observational study of antihypertensive treatment’ barnidipine monotherapy and combination therapy in older patients with essential hypertension in people aged ≥75 years, with no control group and no consideration of the frailty status.

	Ohnishi, 200052
	This study included 37 people (age 71±3 years) and compared two antihypertensive strategies without controls without treatment or frailty consideration.

	Prangphanta, 202253
	The study describes prescribing patterns for different medications in a primary care unit of a tertiary hospital in people aged median [interquartile range] 72.5 (68.5, 78.0) years. No follow-up or frailty assessment was indicated.

	Reid, 200354
	The study comparted two antihypertensive treatments (no controls without treatments); it does not mention frailty assessment.

	Rutecki, 200855
	Likely an opining article based on the 1-page length and a single author. 

	Saez, 200056
	A single-point analysis of postural BP changes in people aged >65 without considering frailty status.

	Safar, 57
	This is a subanalysis of the Syst-Eur trial in people with diabetes. 
The record is based on Syst-Eur trial, which does not meet the review criteria.58-60 However, both the Syst-Eur trial design60 and trial results reports58 do not mention any provision for collection data on frailty and the study excluded patients with severe co-morbidities or dementia and those unable to sit or stand, indicating the report by Safar et al. could not be eligible for this systematic review.

	Safar, 200361
	It uses a different title but refers to the same analysis as above.

	Sandhofer, 200262
	A case report of 7 patients aged 65-85 years admitted following a combination diuretic therapy, including xipamide. The study did not focus on hypertension or frailty.

	Sheehy, 200063
	The study ‘Patterns of amlodipine and felodipine use in an elderly Quebec population’ compares prescribing patterns of the two drugs in people ≥65. The frailty is not considered (the last patient data were extracted in 1997 before the frailty concept was well defined), and there is no no-treatment comparator. The abstract does not mention the review outcomes being analysed.

	Sierra Benito, 200564
	Compares extended-release indapamide in patients without additional antihypertensive pharmacotherapy in people aged >60. There was no control group without treatment, and frailty status was not considered.

	Staessen, 200065
	This review publication (2000) summarises outcomes of the earlier Systolic Hypertension in Europe trial and published Cardiovascular Reviews and Reports. The original study did not meet the review eligibility criteria.

	Townsend, 201666
	The article reports the baseline pattern of postural BP changes in the SPRINT study.

	Tu, 200667
	The study analysed frequencies of thiazide diuretic prescribing for hypertension and older people and factors associated with starting them rather than treatment outcomes.

	Umemoto, 200668
	The study refers to the Japanese COPE (Combination Therapy of Hypertension to Prevent Cardiovascular Events) trial that compared three benidipine regimens in people aged 40-85. There were no controls without treatment.

	Urshila, 201369
	The study only included patients with hypertension on pharmacotherapy, comparing effects in those younger and older than 65. Frailty status was not reported.

	von Fallois, 200070
	This is a 6-week observational study of nebivolol.

	Widimsky, 200371
	The study reports the management of dementia and cognitive functions in patients after cerebrovascular stroke.

	Wilks, 200072
	Reports observations of management of hypertension in people in Jamaica aged over 30. It does not report outcomes needed for this review or analysis of frailty.

	Yang, 200373
	The study looked at nonadherence to ACEI/ARB therapy in people aged over 65 years. The frailty status was not reported.

	Zhai, 200574
	A retrospective analysis of inpatients who received pharmacotherapy for hypertension (no controls without treatment); age was not reported; the frailty data were not mentioned.

	Zhang, 201575
	Comparison of indapamide and enalapril (no control group without treatment). Age and frailty status was not reported.




Supplementary table 1. Trials included in Cochrane review on treatment of hypertension in adults 60 years or older in category ’80 years on older’76
	Record
	Reasons the study is not eligible for this review

	Coope 198677
	Included patients aged 60 to 79 years; did not collect data on frailty

	HYVET 200810, 78
	Included a proportion of people with frailty, excluding those with requirement of nursing care, unable to attend the study visits or having a clinical dementia. The is stud is currently not eligible based on published data as separate comparisons for people with frailty have not been presented, but further information is seeked from investigators;

	SHEP 199179-82
	Did not collect data on frailty

	EWPHBPE 198983, 84
	Did not collect data on frailty

	Syst-Eur 199158, 60
	Did not collect data on frailty; excluded patients with severe or incapacitating conditions, clinical dementia and patients with a clinical condition that prohibited sitting or standing position

	STOP 199185
	Did not collect data on frailty; excluded patients with severe or incapacitating conditions

	SHEP-P 198986, 87
	Did not collect data on frailty





Supplementary table 2. Studies included in A systematic review and meta-analysis. Is the association between blood pressure and mortality in older adults different with frailty?.88
	Gutierrez-Misis, 201589
	In included 314 slower walkers (<0.8 m/sec), age 81±7.

Data for people aged ≥80 not reported.

Effects of antihypertensive treatment not reported. A sensitivity analysis of antihypertensives use in the model did not show substantial differences (for all age categories, data not shown).
	Increased all-cause mortality for  BP <120/80 vs ≥140/90 and 120-130/80-89 (p<0.001). On multivariable analysis (n=262) there was 71% increase in mortality with SBP <120, 42% increase in mortality with DBP <80 vs 80-89 (p=0.06) (no difference for DBP <80 vs. ≥90)

	Post Hospers, 201590
	Included people aged ≥55 years and assessed gate speed. 
Data for people aged ≥80 not reported.
Effects of antihypertensive treatment not reported.
	N/A

	Lv, 201891
	Mean age 92.1. Frailty prevalent 13.5% in survivors and 34% in those who died.

Effects of antihypertensive treatment not reported.
However states ‘Based on the supplementary phone interview, we found no association between SBP and mortality according to whether participants were taking antihypertensive treatment or not.’
	Reports interactions between SBP and age group, functioning in activities of daily living, and frailty with no details except p values. 

	Odden, 201292
	Included patients aged ≥65 years (n=153, 19% of slow walkers were ≥80yo).

No outcomes provided for slow walkers aged ≥80.
Effects of antihypertensive treatment not reported.
	Faster walking participants with SBP >140 had a higher mortality vs SBP 140, but no difference was seen in slower walkers. 
In those who did not complete the walk test, mortality was higher when SBP was <140.

	Peralta, 201492
	Included patients aged ≥65 years. Age in people with limitations of ADL 80±6 (n=755).

Effects of antihypertensives for the outcome not reported.
	Incident CVD rate in people with ADL limitation was increased with higher SBP and lower DPB. 

	Streit, 201893
	Aged ≥85 (n=570), of whom 249 (43.7%) received antihypertensives.
During the 5-year follow-up, 263 (46.1%) participants died. 

	In people receiving antihypertensives, all-cause mortality was higher with decreasing SBP (HR 1.29 per 10 mmHg lower SBP, 95%CI 1.15–1.46, P < 0.001) with no interaction with handgrip test; after accounting for baseline differences. Also there was faster annual decline in MMSE of −0.35 [95% −0.60 to −0.11] per 10 mmHg drop in SBP; P = 0.004), but the effect was only significant in those with low handgrip test. In those not prescribed antihypertensives, the effects were not significant and there was no interaction with the handgrip strength.

	Vaes, 201794
	Included 180 patients with frailty aged ≥80 of whom 71% had a history of hypertension and 85% used antihypertensives. Effects of antihypertensives was not assessed.
	SBP and DBP variations did not affect all-cause and cardiovascular mortality.

	Weidung, 2015 95
	Summarised in Table 1
	

	Wu, 201796
	Included 1077 people with weak hand grip strength, aged 79.5±7.6; average follow-up of 6.0 years
	After adjustment for socio-demographic, behavioural, and 
In those with weak grip strength, SBP ≥150 and DBP ≥90 were associated with 6% and 16% lower mortality, respectively. The relationship was strongest in slow walkers with weak grip strength; HR 0.85, 95% CI 0.56-1.29 for SBP, HR 0.53, 95% CI 0.30-0.96) for DBP (opposite trend was seen in fast walkers). Contrary, in those with normal hand grip strength SBP `≥150 and DBP ≥90 were associated with a 24% and 25% higher mortality, respectively.





Search strategy

Database: Ovid MEDLINE(R) 2000 to Present 
--------------------------------------------------------------------------------
1 exp thiazides/
2 exp sodium chloride symporter inhibitors/
3 exp sodium potassium chloride symporter inhibitors/
4 ((ceiling or loop) adj diuretic?).tw.
5 (amiloride or benzothiadiazine or bendroflumethiazide or bumetanide or chlorothiazide or cyclopenthiazide or furosemide or hydrochlorothiazide or hydroflumethiazide or methyclothiazide or metolazone or polythiazide or trichlormethiazide or veratide or thiazide?).tw.
6 (chlorthalidone or chlortalidone or phthalamudine or chlorphthalidolone or oxodoline or thalitone or hygroton or indapamide or metindamide).tw.
7 or/1-6
8 exp angiotensin-converting enzyme inhibitors/
9 angiotensin converting enzyme inhibit$.tw.
10 (ace adj2 inhibit$).tw.
11 acei.tw.
12 (alacepril or altiopril or ancovenin or benazepril$ or captopril or ceranapril or ceronapril or cilazapril$ or deacetylalacepril or delapril or derapril or enalapril$ or epicaptopril or fasidotril$ or foroxymithine or fosinopril$ or gemopatrilat or idapril or imidapril$ or indolapril or libenzapril or lisinopril or moexipril$ or moveltipril or omapatrilat or pentopril$ or perindopril$ or pivopril or quinapril$ or ramipril$ or rentiapril or saralasin or nitrosocaptopril or spirapril$ or temocapril$ or teprotide or trandolapril$ or utibapril$ or zabicipril$ or zofenopril$ or Aceon or Accupril or Altace or Capoten or Lotensin or Mavik or Monopril or Prinivil or Univas or Vasotec or Zestril).tw.
13 or/8-12
14 exp Angiotensin Receptor Antagonists/
15 (angiotensin adj3 (receptor antagon$ or receptor block$)).tw.
16 (arb or arbs).tw.
17 (abitesartan or azilsartan or candesartan or elisartan or embusartan or eprosartan or forasartan or irbesartan or losartan or milfasartan or olmesartan or saprisartan or tasosartan or telmisartan or valsartan or zolasartan or Atacand or Avapro or Benicar or Cozaar or Diovan or Micardis or Teveten).tw.
18 or/14-17
19 exp calcium channel blockers/
20 (amlodipine or aranidipine or barnidipine or bencyclane or benidipine or bepridil or cilnidipine or cinnarizine or clentiazem or darodipine or diltiazem or efonidipine or elgodipine or etafenone or fantofarone or felodipine or fendiline or flunarizine or gallopamil or isradipine or lacidipine or lercanidipine or lidoflazine or lomerizine or manidipine or mibefradil or nicardipine or nifedipine or niguldipine or nilvadipine or nimodipine or nisoldipine or nitrendipine or perhexiline or prenylamine or semotiadil or terodiline or tiapamil or verapamil or Cardizem CD or Dilacor XR or Tiazac or Cardizem Calan or Isoptin or Calan SR or Isoptin SR Coer or Covera HS or Verelan PM).tw.
21 (calcium adj2 (antagonist? or block$ or inhibit$)).tw.
22 or/19-21
23 (methyldopa or alphamethyldopa or amodopa or dopamet or dopegyt or dopegit or dopegite or emdopa or hyperpax or hyperpaxa or methylpropionic acid or dopergit or meldopa or methyldopate or medopa or medomet or sembrina or aldomet or aldometil or aldomin or hydopa or methyldihydroxyphenylalanine or methyl dopa or mulfasin or presinol or presolisin or sedometil or sembrina or taquinil or dihydroxyphenylalanine or methylphenylalanine or methylalanine or alpha methyl dopa).tw.
24 (reserpine or serpentina or rauwolfia or serpasil).tw.
25 (clonidine or adesipress or arkamin or caprysin or catapres$ or catasan or chlofazolin or chlophazolin or clinidine or clofelin$ or clofenil or clomidine or clondine or clonistada or clonnirit or clophelin$ or dichlorophenylaminoimidazoline or dixarit or duraclon or gemiton or haemiton or hemiton or imidazoline or isoglaucon or klofelin or klofenil or m-5041t or normopresan or paracefan or st-155 or st 155 or tesno timelets).tw.
26 exp hydralazine/
27 (hydralazin$ or hydrallazin$ or hydralizine or hydrazinophtalazine or hydrazinophthalazine or hydrazinophtalizine or dralzine or hydralacin or hydrolazine or hypophthalin or hypoftalin or hydrazinophthalazine or idralazina or 1-hydrazinophthalazine or apressin or nepresol or apressoline or apresoline or apresolin or alphapress or alazine or idralazina or lopress or plethorit or praeparat).tw.
28 or/23-27
29 exp adrenergic beta-antagonists/
30 (acebutolol or adimolol or afurolol or alprenolol or amosulalol or arotinolol or atenolol or befunolol or betaxolol or bevantolol or bisoprolol or bopindolol or bornaprolol or brefonalol or bucindolol or bucumolol or bufetolol or bufuralol or bunitrolol or bunolol or bupranolol or butofilolol or butoxamine or carazolol or carteolol or carvedilol or celiprolol or cetamolol or chlortalidone cloranolol or cyanoiodopindolol or cyanopindolol or deacetylmetipranolol or diacetolol or dihydroalprenolol or dilevalol or epanolol or esmolol or exaprolol or falintolol or flestolol or flusoxolol or hydroxybenzylpinodolol or hydroxycarteolol or hydroxymetoprolol or indenolol or iodocyanopindolol or iodopindolol or iprocrolol or isoxaprolol or labetalol or landiolol or levobunolol or levomoprolol or medroxalol or mepindolol or methylthiopropranolol or metipranolol or metoprolol or moprolol or nadolol or oxprenolol or penbutolol or pindolol or nadolol or nebivolol or nifenalol or nipradilol or oxprenolol or pafenolol or pamatolol or penbutolol or pindolol or practolol or primidolol or prizidilol or procinolol or pronetalol or propranolol or proxodolol or ridazolol or salcardolol or soquinolol or sotalol or spirendolol or talinolol or tertatolol or tienoxolol or tilisolol or timolol or tolamolol or toliprolol or tribendilol or xibenolol).tw.
31 (beta adj2 (adrenergic? or antagonist? or block$ or receptor?)).tw.
32 or/29-31
33 exp adrenergic alpha antagonists/
34 (alfuzosin or bunazosin or doxazosin or metazosin or neldazosin or prazosin or silodosin or tamsulosin or terazosin or tiodazosin or trimazosin).tw.
35 (adrenergic adj2 (alpha or antagonist?)).tw.
36 ((adrenergic or alpha or receptor?) adj2 block$).tw.
37 or/33-36
38 hypertension/
39 hypertens$.tw.
40 ((high or elevat$ or rais$) adj2 blood pressure).tw.
41 or/38-40
42 animals/ not (humans/ and animals/)
43 Pregnancy/ or Hypertension, Pregnancy-Induced/ or Pregnancy Complications, Cardiovascular/ or exp Ocular Hypertension/
44 (pregnancy-induced or ocular hypertens$ or preeclampsia or pre-eclampsia).tw.
45 41 not (42 or 43 or 44)
46 "aged, 80 and over"/
47 frail elderly/
48 geriatrics/
49 frail*.tw.
50 geriatric*.tw.
51 elderly.tw.
52 "old age".tw.
53 ((senior* or old*) adj2 (person* or people or adult* or patient*)).tw.
54 ((people or aged or person* or patient* or adult* or senior*) adj over adj "80").tw.
55 or/46-54
56 (7 or 13 or 18 or 22 or 28 or 32 or 37) and 45 and 55 
57 letter.pt.
58 editorial.pt.
59 56 not (57 or 58)
60 limit 59 to "therapy (maximizes sensitivity)"
61 limit 60 to yr="2000 -Current"
--------------------------------------------------------------------------------
Database: EMBASE (from 2000)
--------------------------------------------------------------------------------
1 exp thiazides/
2 exp sodium chloride symporter inhibitors/
3 exp sodium potassium chloride symporter inhibitors/
4 ((ceiling or loop) adj diuretic?).tw.
5 (amiloride or benzothiadiazine or bendroflumethiazide or bumetanide or chlorothiazide or cyclopenthiazide or furosemide or hydrochlorothiazide or hydroflumethiazide or methyclothiazide or metolazone or polythiazide or trichlormethiazide or veratide or thiazide?).tw.
6 (chlorthalidone or chlortalidone or phthalamudine or chlorphthalidolone or oxodoline or thalitone or hygroton or indapamide or metindamide).tw.
7 or/1-6
8 exp angiotensin-converting enzyme inhibitors/
9 angiotensin converting enzyme inhibit$.tw.
10 (ace adj2 inhibit$).tw.
11 acei.tw.
12 (alacepril or altiopril or ancovenin or benazepril$ or captopril or ceranapril or ceronapril or cilazapril$ or deacetylalacepril or delapril or derapril or enalapril$ or epicaptopril or fasidotril$ or foroxymithine or fosinopril$ or gemopatrilat or idapril or imidapril$ or indolapril or libenzapril or lisinopril or moexipril$ or moveltipril or omapatrilat or pentopril$ or perindopril$ or pivopril or quinapril$ or ramipril$ or rentiapril or saralasin or nitrosocaptopril or spirapril$ or temocapril$ or teprotide or trandolapril$ or utibapril$ or zabicipril$ or zofenopril$ or Aceon or Accupril or Altace or Capoten or Lotensin or Mavik or Monopril or Prinivil or Univas or Vasotec or Zestril).tw.
13 or/8-12
14 exp Angiotensin Receptor Antagonists/
15 (angiotensin adj3 (receptor antagon$ or receptor block$)).tw.
16 (arb or arbs).tw.
17 (abitesartan or azilsartan or candesartan or elisartan or embusartan or eprosartan or forasartan or irbesartan or losartan or milfasartan or olmesartan or saprisartan or tasosartan or telmisartan or valsartan or zolasartan or Atacand or Avapro or Benicar or Cozaar or Diovan or Micardis or Teveten).tw.
18 or/14-17
19 exp calcium channel blockers/
20 (amlodipine or aranidipine or barnidipine or bencyclane or benidipine or bepridil or cilnidipine or cinnarizine or clentiazem or darodipine or diltiazem or efonidipine or elgodipine or etafenone or fantofarone or felodipine or fendiline or flunarizine or gallopamil or isradipine or lacidipine or lercanidipine or lidoflazine or lomerizine or manidipine or mibefradil or nicardipine or nifedipine or niguldipine or nilvadipine or nimodipine or nisoldipine or nitrendipine or perhexiline or prenylamine or semotiadil or terodiline or tiapamil or verapamil or Cardizem CD or Dilacor XR or Tiazac or Cardizem Calan or Isoptin or Calan SR or Isoptin SR Coer or Covera HS or Verelan PM).tw.
21 (calcium adj2 (antagonist? or block$ or inhibit$)).tw.
22 or/19-21
23 (methyldopa or alphamethyldopa or amodopa or dopamet or dopegyt or dopegit or dopegite or emdopa or hyperpax or hyperpaxa or methylpropionic acid or dopergit or meldopa or methyldopate or medopa or medomet or sembrina or aldomet or aldometil or aldomin or hydopa or methyldihydroxyphenylalanine or methyl dopa or mulfasin or presinol or presolisin or sedometil or sembrina or taquinil or dihydroxyphenylalanine or methylphenylalanine or methylalanine or alpha methyl dopa).tw.
24 (reserpine or serpentina or rauwolfia or serpasil).tw.
25 (clonidine or adesipress or arkamin or caprysin or catapres$ or catasan or chlofazolin or chlophazolin or clinidine or clofelin$ or clofenil or clomidine or clondine or clonistada or clonnirit or clophelin$ or dichlorophenylaminoimidazoline or dixarit or duraclon or gemiton or haemiton or hemiton or imidazoline or isoglaucon or klofelin or klofenil or m-5041t or normopresan or paracefan or st-155 or st 155 or tesno timelets).tw.
26 exp hydralazine/
27 (hydralazin$ or hydrallazin$ or hydralizine or hydrazinophtalazine or hydrazinophthalazine or hydrazinophtalizine or dralzine or hydralacin or hydrolazine or hypophthalin or hypoftalin or hydrazinophthalazine or idralazina or 1-hydrazinophthalazine or apressin or nepresol or apressoline or apresoline or apresolin or alphapress or alazine or idralazina or lopress or plethorit or praeparat).tw.
28 or/23-27
29 exp adrenergic beta-antagonists/
30 (acebutolol or adimolol or afurolol or alprenolol or amosulalol or arotinolol or atenolol or befunolol or betaxolol or bevantolol or bisoprolol or bopindolol or bornaprolol or brefonalol or bucindolol or bucumolol or bufetolol or bufuralol or bunitrolol or bunolol or bupranolol or butofilolol or butoxamine or carazolol or carteolol or carvedilol or celiprolol or cetamolol or chlortalidone cloranolol or cyanoiodopindolol or cyanopindolol or deacetylmetipranolol or diacetolol or dihydroalprenolol or dilevalol or epanolol or esmolol or exaprolol or falintolol or flestolol or flusoxolol or hydroxybenzylpinodolol or hydroxycarteolol or hydroxymetoprolol or indenolol or iodocyanopindolol or iodopindolol or iprocrolol or isoxaprolol or labetalol or landiolol or levobunolol or levomoprolol or medroxalol or mepindolol or methylthiopropranolol or metipranolol or metoprolol or moprolol or nadolol or oxprenolol or penbutolol or pindolol or nadolol or nebivolol or nifenalol or nipradilol or oxprenolol or pafenolol or pamatolol or penbutolol or pindolol or practolol or primidolol or prizidilol or procinolol or pronetalol or propranolol or proxodolol or ridazolol or salcardolol or soquinolol or sotalol or spirendolol or talinolol or tertatolol or tienoxolol or tilisolol or timolol or tolamolol or toliprolol or tribendilol or xibenolol).tw.
31 (beta adj2 (adrenergic? or antagonist? or block$ or receptor?)).tw.
32 or/29-31
33 exp adrenergic alpha antagonists/
34 (alfuzosin or bunazosin or doxazosin or metazosin or neldazosin or prazosin or silodosin or tamsulosin or terazosin or tiodazosin or trimazosin).tw.
35 (adrenergic adj2 (alpha or antagonist?)).tw.
36 ((adrenergic or alpha or receptor?) adj2 block$).tw.
37 or/33-36
38 hypertension/
39 hypertens$.tw.
40 ((high or elevat$ or rais$) adj2 blood pressure).tw.
41 or/38-40
42 animals/ not (humans/ and animals/)
43 Pregnancy/ or Hypertension, Pregnancy-Induced/ or Pregnancy Complications, Cardiovascular/ or exp Ocular Hypertension/
44 (pregnancy-induced or ocular hypertens$ or preeclampsia or pre-eclampsia).tw.
45 41 not (42 or 43 or 44)
46 "aged, 80 and over"/
47 frail elderly/
48 geriatrics/
49 frail*.tw.
50 geriatric*.tw.
51 elderly.tw.
52 "old age".tw.
53 ((senior* or old*) adj2 (person* or people or adult* or patient*)).tw.
54 ((people or aged or person* or patient* or adult* or senior*) adj over adj "80").tw.
55 or/46-54
56 (7 or 13 or 18 or 22 or 28 or 32 or 37) and 45 and 55
57 limit 56 to (embase and "therapy (maximizes sensitivity)")
58 limit from 2000 to current
--------------------------------------------------------------------------------
Database: COCHRANE.gov (from 2000)
--------------------------------------------------------------------------------
1 MeSH descriptor: [Thiazides] explode all trees
2 MeSH descriptor: [Sodium Chloride Symporter Inhibitors] explode all trees
3 MeSH descriptor: [Sodium Potassium Chloride Symporter Inhibitors] explode all trees
4 ((ceiling OR loop) NEXT diuretic?):ti,ab,kw
5 (amiloride OR benzothiadiazine OR bendroflumethiazide OR bumetanide OR chlorothiazide OR cyclopenthiazide OR furosemide OR hydrochlorothiazide OR hydroflumethiazide OR methyclothiazide OR metolazone OR polythiazide OR trichlormethiazide OR veratide OR thiazide?):ti,ab,kw
6 (chlorthalidone OR chlortalidone OR phthalamudine OR chlorphthalidolone OR oxodoline OR thalitone OR hygroton OR indapamide OR metindamide):ti,ab,kw
7 [OR #1-#6]
8 MeSH descriptor: [Angiotensin-Converting Enzyme Inhibitors] explode all trees
9 angiotensin converting enzyme inhibit*:ti,ab,kw
10 (ace NEXT/2 inhibit*):ti,ab,kw
11 acei:ti,ab,kw
12 (alacepril OR altiopril OR ancovenin OR benazepril* OR captopril OR ceranapril OR ceronapril OR cilazapril* OR deacetylalacepril OR delapril OR derapril OR enalapril* OR epicaptopril OR fasidotril* OR foroxymithine OR fosinopril* OR gemopatrilat OR idapril OR imidapril* OR indolapril OR libenzapril OR lisinopril OR moexipril* OR moveltipril OR omapatrilat OR pentopril* OR perindopril* OR pivopril OR quinapril* OR ramipril* OR rentiapril OR saralasin OR nitrosocaptopril OR spirapril* OR temocapril* OR teprotide OR trandolapril* OR utibapril* OR zabicipril* OR zofenopril* OR Aceon OR Accupril OR Altace OR Capoten OR Lotensin OR Mavik OR Monopril OR Prinivil OR Univas OR Vasotec OR Zestril):ti,ab,kw
13 [OR #8-#12]
14 MeSH descriptor: [Angiotensin Receptor Antagonists] explode all trees
15 (angiotensin NEXT/3 (receptor antagon* or receptor block*)):ti,ab,kw
16 (arb or arbs):ti,ab,kw
17 (abitesartan OR azilsartan OR candesartan OR elisartan OR embusartan OR eprosartan OR forasartan OR irbesartan OR losartan OR milfasartan OR olmesartan OR saprisartan OR tasosartan OR telmisartan OR valsartan OR zolasartan OR Atacand OR Avapro OR Benicar OR Cozaar OR Diovan OR Micardis OR Teveten):ti,ab,kw
18 [OR #14-#17]
19 MeSH descriptor: [Calcium Channel Blockers] explode all trees
20 (amlodipine OR aranidipine OR barnidipine OR bencyclane OR benidipine OR bepridil OR cilnidipine OR cinnarizine OR clentiazem OR darodipine OR diltiazem OR efonidipine OR elgodipine OR etafenone OR fantofarone OR felodipine OR fendiline OR flunarizine OR gallopamil OR isradipine OR lacidipine OR lercanidipine OR lidoflazine OR lomerizine OR manidipine OR mibefradil OR nicardipine OR nifedipine OR niguldipine OR nilvadipine OR nimodipine OR nisoldipine OR nitrendipine OR perhexiline OR prenylamine OR semotiadil OR terodiline OR tiapamil OR verapamil OR Cardizem CD OR (Dilacor XR) OR Tiazac OR Cardizem Calan OR Isoptin OR (Calan SR) OR (Isoptin SR Coer) OR (Covera HS) OR (Verelan PM)):ti,ab,kw
21 (calcium NEXT/2 (antagonist? or block* or inhibit*)):ti,ab,kw
22 [OR #19-#21]
23 (methyldopa OR alphamethyldopa OR amodopa OR dopamet OR dopegyt OR dopegit OR dopegite OR emdopa OR hyperpax OR hyperpaxa OR (methylpropionic acid) OR dopergit OR meldopa OR methyldopate OR medopa OR medomet OR sembrina OR aldomet OR aldometil OR aldomin OR hydopa OR methyldihydroxyphenylalanine OR (methyl dopa) OR mulfasin OR presinol OR presolisin OR sedometil OR sembrina OR taquinil OR dihydroxyphenylalanine OR methylphenylalanine OR methylalanine OR (alpha methyl dopa)):ti,ab,kw
24 (reserpine or serpentina or rauwolfia or serpasil):ti,ab,kw
25 (clonidine OR adesipress OR arkamin OR caprysin OR catapres* OR catasan OR chlofazolin OR chlophazolin OR clinidine OR clofelin* OR clofenil OR clomidine OR clondine OR clonistada OR clonnirit OR clophelin* OR dichlorophenylaminoimidazoline OR dixarit OR duraclon OR gemiton OR haemiton OR hemiton OR imidazoline OR isoglaucon OR klofelin OR klofenil OR m-5041t OR normopresan OR paracefan OR st-155 OR (st 155) OR (tesno timelets)):ti,ab,kw
26 MeSH descriptor: [Hydralazine] explode all trees
27 (hydralazin* OR hydrallazin* OR hydralizine OR hydrazinophtalazine OR hydrazinophthalazine OR hydrazinophtalizine OR dralzine OR hydralacin OR hydrolazine OR hypophthalin OR hypoftalin OR hydrazinophthalazine OR idralazina OR *hydrazinophthalazine OR apressin OR nepresol OR apressoline OR apresoline OR apresolin OR alphapress OR alazine OR idralazina OR lopress OR plethorit OR praeparat):ti,ab,kw
28 [OR #23-#27]
29 MeSH descriptor: [Adrenergic beta-Antagonists] explode all trees
30 (acebutolol OR adimolol OR afurolol OR alprenolol OR amosulalol OR arotinolol OR atenolol OR befunolol OR betaxolol OR bevantolol OR bisoprolol OR bopindolol OR bornaprolol OR brefonalol OR bucindolol OR bucumolol OR bufetolol OR bufuralol OR bunitrolol OR bunolol OR bupranolol OR butofilolol OR butoxamine OR carazolol OR carteolol OR carvedilol OR celiprolol OR cetamolol OR (chlortalidone cloranolol) OR cyanoiodopindolol OR cyanopindolol OR deacetylmetipranolol OR diacetolol OR dihydroalprenolol OR dilevalol OR epanolol OR esmolol OR exaprolol OR falintolol OR flestolol OR flusoxolol OR hydroxybenzylpinodolol OR hydroxycarteolol OR hydroxymetoprolol OR indenolol OR iodocyanopindolol OR iodopindolol OR iprocrolol OR isoxaprolol OR labetalol OR landiolol OR levobunolol OR levomoprolol OR medroxalol OR mepindolol OR methylthiopropranolol OR metipranolol OR metoprolol OR moprolol OR nadolol OR oxprenolol OR penbutolol OR pindolol OR nadolol OR nebivolol OR nifenalol OR nipradilol OR oxprenolol OR pafenolol OR pamatolol OR penbutolol OR pindolol OR practolol OR primidolol OR prizidilol OR procinolol OR pronetalol OR propranolol OR proxodolol OR ridazolol OR salcardolol OR soquinolol OR sotalol OR spirendolol OR talinolol OR tertatolol OR tienoxolol OR tilisolol OR timolol OR tolamolol OR toliprolol OR tribendilol OR xibenolol):ti,ab,kw
31 (beta NEXT/2 (adrenergic? or antagonist? or block* or receptor?)):ti,ab,kw
32 [OR #29-#31]
33 MeSH descriptor: [Adrenergic alpha-Antagonists] explode all trees
34 (alfuzosin OR bunazosin OR doxazosin OR metazosin OR neldazosin OR prazosin OR silodosin OR tamsulosin OR terazosin OR tiodazosin OR trimazosin):ti,ab,kw
35 (adrenergic NEXT/2 (alpha OR antagonist?)):ti,ab,kw
36 ((adrenergic OR alpha OR receptor?) NEXT/2 block*):ti,ab,kw
37 [OR #33-#36]
38 MeSH descriptor: [Hypertension] explode all trees
39 hypertens*:ti,ab,kw
40 ((high or elevat* or rais*) NEXT/2 (blood pressure)):ti,ab,kw
41 [OR #38-#40]
42 MeSH descriptor: [Pregnancy] explode all trees
43 MeSH descriptor: [Hypertension, Pregnancy-Induced] explode all trees
44 MeSH descriptor: [Pregnancy Complications, Cardiovascular] explode all trees
45 MeSH descriptor: [Ocular Hypertension] explode all trees
46 (pregnancy-induced or (ocular hypertens*) or preeclampsia or pre-eclampsia):ti,ab,kw
47 [OR #42-#46]
48 [NOT #47]
49 ‘aged, 80 and over’
50 MeSH descriptor: [Frail Elderly] explode all trees
51 MeSH descriptor: [Geriatrics] explode all trees
52 (frail* OR geriatric* OR elderly OR "old age"):ti,ab,kw
53 ((senior* or old*) NEXT/2 (person* or people or adult* or patient*)):ti,ab,kw
54 ((people OR aged OR person* OR patient* OR adult* OR senior*) NEXT over NEXT "80"):ti,ab,kw
55 [OR #49-#54]
56 #7 OR #13 OR #18 OR #22 OR #28 OR #32 OR #37
57 #41 AND #55 AND #56 with Cochrane Library publication date
Between Jan 2000 and Mar 2023
--------------------------------------------------------------------------------
Database: ClinicalTrials.gov (from 2000)
--------------------------------------------------------------------------------
Study Type: Interventional Studies, Observational Studies
Condition / Disease: Hypertension
Intervention / Treatment: Antihypertensive Agents
Age group: Older Adult (65+)
Status: Recruitment: Completed,
Study results: Studies with results
--------------------------------------------------------------------------------
Database: WHO International Clinical Trials Registry Platform (ICTRP) (from 2000)
--------------------------------------------------------------------------------
hypertension (with results only)
--------------------------------------------------------------------------------
EU Clinical Trials Register (EU-CTR) (from 2000)
--------------------------------------------------------------------------------
Hypertension (with results)



REFERENCES

1.	Boockvar KS, Song W, Lee S, Intrator O. Comparing Outcomes Between Thiazide Diuretics and Other First-line Antihypertensive Drugs in Long-term Nursing Home Residents. Clinical Therapeutics 2020; 42(4): 583-591.

2.	de Heus RAA, Donders R, Santoso AMM, Olde Rikkert MGM, Lawlor BA, Claassen J et al. Blood Pressure Lowering With Nilvadipine in Patients With Mild-to-Moderate Alzheimer Disease Does Not Increase the Prevalence of Orthostatic Hypotension. J Am Heart Assoc 2019; 8(10): e011938.

3.	Delgado J, Masoli JAH, Bowman K, Strain WD, Kuchel GA, Walters K et al. Outcomes of Treated Hypertension at Age 80 and Older: Cohort Analysis of 79,376 Individuals. J Am Geriatr Soc 2017; 65(5): 995-1003.

4.	Kerry M, Bell JS, Keen C, Sluggett JK, Ilomaki J, Jokanovic N et al. Multiple antihypertensive use and risk of mortality in residents of aged care services: a prospective cohort study. Aging Clinical and Experimental Research 2020; 32(8): 1541-1549.

5.	Kostis WJ, Cabrera J, Messerli FH, Cheng JQ, Sedjro JE, Cosgrove NM et al. Competing cardiovascular and noncardiovascular risks and longevity in the systolic hypertension in the elderly program. American Journal of Cardiology 2014; 113(4): 676-81.

6.	Okorie M, Ali K, Bremner S, Beckett N, Jackson S, Quirk R et al. Treatment of white coat HYpertension in the very elderly trial (HYVET 2) - Feasibility of a randomized controlled trial (study protocol). Artery Research 2019; 25(1-2): 19-25.

7.	Ravindrarajah R, Hazra NC, Hamada S, Charlton J, Jackson SHD, Dregan A et al. Systolic Blood Pressure Trajectory, Frailty, and All-Cause Mortality >80 Years of Age: Cohort Study Using Electronic Health Records. Circulation 2017; 135(24): 2357-2368.

8.	Rivasi G, Lucenteforte E, Turrin G, Balzi D, Bulgaresi M, Nesti N et al. Blood pressure and long-term mortality in older patients: results of the Fiesole Misurata Follow-up Study. Aging Clinical and Experimental Research 2020; 32(10): 2057-2064.

9.	Schellenbaum GD, Smith NL, Heckbert SR, Lumley T, Rea TD, Furberg CD et al. Weight loss, muscle strength, and angiotensin-converting enzyme inhibitors in older adults with congestive heart failure or hypertension. J Am Geriatr Soc 2005; 53(11): 1996-2000.

10.	Warwick J, Falaschetti E, Rockwood K, Mitnitski A, Thijs L, Beckett N et al. No evidence that frailty modifies the positive impact of antihypertensive treatment in very elderly people: an investigation of the impact of frailty upon treatment effect in the HYpertension in the Very Elderly Trial (HYVET) study, a double-blind, placebo-controlled study of antihypertensives in people with hypertension aged 80 and over. BMC Medicine 2015; 13: 78.

11.	Weidung B, Bostrom G, Toots A, Nordstrom P, Carlberg B, Gustafson Y et al. Blood pressure, gait speed, and mortality in very old individuals: A population-based cohort study. J Am Med Dir Assoc 2015; 16(3): 208-214.

12.	White WB, Wakefield DB, Moscufo N, Guttmann CRG, Kaplan RF, Bohannon RW et al. Effects of intensive versus standard ambulatory blood pressure control on cerebrovascular outcomes in older people (INFINITY). Circulation 2019; 140(20): 1626-1635.

13.	Ahmad A, Nawaz HM, Nevins L, Nawaz H. Longitudinal change in left ventricular hypertrophy in the elderly on antihypertensive therapy. Conn Med 2003; 67(2): 67-73.

14.	Ambrosioni E. [Arterial hypertension in elderly individuals]. Presse Medicale 2002; 31 Spec No 2: S17-20.

15.	Anonymous. Treatment of hypertension in the elderly: Conventional or new drugs?. [Dutch]. Geneesmiddelenbulletin 2000; 34(4): 50-51.

16.	Anonymous. Randomized double-blind comparison of a calcium antagonist and a diuretic in elderly hypertensives. [Japanese]. Japanese Pharmacology and Therapeutics 2000; 28(4): 292.

17.	Anonymous. Antihypertensives after 70. The STOP-2 trial confirms key place for diuretics. Prescrire International 2001; 10(51): 22.

18.	Hansson L. Results of the STOP-Hypertension-2 trial. Blood Pressure Supplement 2000; 2: 17-20.

19.	Anonymous. ARB superior to beta blocker in preventing adverse outcomes in older, high-risk hypertensive patients. Geriatrics 2002; 57(5): 63-4.

20.	Anonymous. Comparison of ACE inhibitors with thiazide diuretics in the elderly with hypertension. [Dutch]. Geneesmiddelenbulletin 2003; 37(5): 61-62.

21.	Anonymous. [Double profit for hypertensive patients. Blood pressure decreases--frequency of coitus increases]. MMW Fortschr Med 2003; 145(33-34): 56.

22.	Anonymous. Outcomes data for Atacand: results of the SCOPE study. Cardiovasc J S Afr 2003; 14(3): 162.

23.	Anonymous. Eprosartan dual action offers clinical benefit for elderly and overweight hypertensives. Cardiovascular Journal of Southern Africa 2004; 15(2): 91-2.

24.	Anonymous. Treating hypertension in patients older than 80 years. Australian Journal of Pharmacy 2008; 89(1059): 110.

25.	Anonymous. Study shows benefit of hypertension help after 80. Johns Hopkins Med Lett Health After 50 2008; 20(7): 7.

26.	Bachmann LM. Cardiovascular mortality in elderly patients with hypertension is independent of which antihypertensive drug has been used. [German]. Praxis (Bern 1994) 2000; 89(16): 679.

27.	Baumgart P. [LIFE study proves preventive action. With losartan to do even more against stroke]. MMW Fortschr Med 2003; 145 Suppl 1: 7-8.

28.	Belmin J. Hypertension in the elderly: Angiotensyn converting enzyme inhibitors vs diuretics. [French]. Revue de Geriatrie 2003; 28(7): 607-610.

29.	Blalock SJ, Byrd JE, Hansen RA, Yamanis TJ, McMullin K, DeVellis BM et al. Factors associated with potentially inappropriate drug utilization in a sample of rural community-dwelling older adults. American Journal Geriatric Pharmacotherapy 2005; 3(3): 168-179.

30.	Bolbrinker J, Schedensack G, Kolzsch M, Breckwoldt J, Arntz HR, Kreutz R. [Antihypertensive drug treatment and renal function in geriatric emergency patients]. Dtsch Med Wochenschr 2009; 134(16): 802-6.

31.	Borghi C, Veronesi M, Dormi A, Prandin MG, Cosentino E, Strocchi E. Persistence of treatment and blood pressure control in elderly hypertensive patients treated with different classes of antihypertensive drugs. American Journal of Geriatric Cardiology 2007; 16(5): 280-6.

32.	Cocchi R, Esposti ED, Ruffo P, Buda S, Valpiani G, Sturani A. Cardiovascular risk in hypertensive patients: Results of the Pandora project. Journal of Nephrology 2002; 15(1): 29-35.

33.	Coover KL, Ryan-Haddad A, Faulkner MA, Hilleman DE. Prevalence, treatment, and control of hypertension in residents of skilled nursing facilities. Consult Pharm 2008; 23(4): 317-323.

34.	Davis HE. Chlorthalidone versus hydrochlorothiazide for hypertension in older adults. Cardiology Review 2013; 29(3).

35.	De Leeuw P, Kroon A. Reduced blood pressure in people over 80 with hypertension: New insights does not mean a new policy yet. [Dutch]. Pharmaceutisch Weekblad 2010; 145(13): 14-17.

36.	Dumitrascui D, Comsa M, Enachescu V, Jianu D, Lazar DJ, Moisin MD et al. Romanian subjects entered in the hypertension in the very elderly trial (HYVET). Romanian Journal of Internal Medicine 2006; 44(4): 389-96.

37.	Forette F. Management of hypertension in old to very old patients: How to proceed?. [French]. Archives des Maladies du Coeur et des Vaisseaux - Pratique 2003; (SPEC. ISS. MAR.): 12-14.

38.	Forette F, Rigaud AS, Seux ML, Staessen JA, Thijs L, Birkenhager WH. Reduction of dementia by calcium-antagonist-based antihypertensive treatment. European Heart Journal, Supplement 2000; 2(D): 17-19.

39.	Fusgen I, Schutz D. Use of Indapamide SR in elderly patients in general practice: Results of a prospective study of 3.034 elderly multimorbid patients. European Journal of Geriatrics 2001; 3(4): 196-200.

40.	Keil TU. [Therapy of hypertension with calcium antagonists. Heart and kidney protection for elderly type 2 diabetic patients]. MMW Fortschr Med 2000; 142(11): 18.

41.	Kisliak OA, Storozhakov GI, Alieva AM, Kasatova TB, Kopelev AM, Potapova LS. [Results of monotherapy with retard formulation of indapamide of elderly patients with isolated systolic hypertension and left ventricular hypertrophy]. Kardiologiia 2003; 43(1): 47-50.

42.	Kuwajima I, Kuramoto K. Randomized double-blind comparison of a calcium channel blocker and a diuretic in elderly hypertensives: A final result of the National Interventional Cooperative Study in Elderly Hypertension (NICS-EH). Journal of Stroke and Cerebrovascular Diseases 2000; 9(2 SUPPL.): 29-30.

43.	Lam AY. Assessing medication consultations, hypertension control, awareness, and treatment among elderly asian community dwellers. Consult Pharm 2008; 23(10): 795-803.

44.	Landgraf W, Upmeyer HJ, Orengo P, Kugler J. [ACE inhibitors for elderly hypertensive patients]. MMW Fortschritte der Medizin 2000; 142(4): 41.

45.	Lassila HC, Sutton-Tyrrell K, Schwartz F, Wildman RP, Kuller LH. Antihypertensive medication use 5 years following the systolic hypertension in the elderly program. CVD Prevention 2000; 3(3): 229-234.

46.	Lazebnik LB, Migutina SB. [Synchronous antihypertensive and antiischemic action of lacidipine in elderly patients with hypertension and ischemic heart disease]. Kardiologiia 2002; 42(12): 23-8.

47.	Liu LS, Gong LS, Wang W, Blood Pressure Lowering to Prevent Recurrent Stroke Study G. [Effects of blood pressure lowering treatment on stroke recurrence in patients with cerebrovascular diseases-a large-scale, randomized, placebo controlled trial]. Chung-Hua Hsin Hsueh Kuan Ping Tsa Chih [Chinese Journal of Cardiology] 2005; 33(7): 613-7.

48.	Ma BX, Wu SS, Yang AM, Luo XS. Effects of Losartan on cardiac and renal functions in elderly hypertensive patients. [Chinese]. Journal of Jilin University Medicine Edition 2005; 31(4): 620-622.

49.	Madi JC, Oigman W, Franco R, Armaganijan D, Brazilian Multicenter E. Valsartan alone and as part of combination therapy in general practice in Brazil. International Journal of Clinical Practice 2001; 55(8): 520-3.

50.	Menard J. Comment: Randomised trial of old and new antihypertensive drugs in elderly patients: Cardiovascular mortality and morbidity: The Swedish Trial in Old Patients with hypertension-2 study. [French]. Revue d'Epidemiologie et de Sante Publique 2000; 48(2): 215-224.

51.	Naber FB, Hage R, Mortelmans J. Barnidipine monotherapy and combination therapy in older patients with essential hypertension: a long-term study. International Journal of Clinical Practice 2000; Supplement.(114): 27-35.

52.	Ohnishi K, Kohno M, Yukiiri K, Masugata H, Wada Y, Takagi Y et al. Influence of the angiotensin II receptor antagonist losartan on diuretic-induced metabolic effects in elderly hypertensive patients: comparison with a calcium channel blocker. International Journal of Clinical Pharmacology & Therapeutics 2001; 39(10): 417-22.

53.	Prangphanta S, Ananchaisarp T. Potentially Inappropriate Medication Prescribing in Elderly Hypertensive Patients in the Primary Care Unit. J Med Assoc Thai 2022; 105(1): 55-60.

54.	Reid CM, Johnston CI. Comparing ACE inhibitors with diuretics for elderly hypertensives. Cardiology Review 2003; 20(12): 16-20.

55.	Rutecki GW. A novel benefit of ACE inhibitors in functionally impaired older adults. Consultant 2008; 48(1): 16.

56.	Saez T, Suarez C, Sierra MJ, Llamas C, Jimenez R, Vega S et al. [Orthostatic hypotension in the aged and its association with antihypertensive treatment]. Med Clin (Barc) 2000; 114(14): 525-9.

57.	Safar M, Thijs L, Staessen JA. Syst-Eur Trial: Benefits of nitrendipine in the type 2 diabetic hypertensive patients. [French]. Arch Mal Coeur Vaiss 2003; 96(7-8): 768-771.

58.	Staessen JA, Fagard R, Thijs L, Celis H, Arabidze GG, Birkenhager WH et al. Randomised double-blind comparison of placebo and active treatment for older patients with isolated systolic hypertension. The Systolic Hypertension in Europe (Syst-Eur) Trial Investigators. Lancet 1997; 350(9080): 757-64.

59.	Staessen JA, Thijs L, Celis H, Gasowski J, Wang JG, Fagard RH et al. Dihydropyridine calcium-channel blockers for antihypertensive treatment in older patients--evidence from the Systolic Hypertension in Europe Trial. South African Medical Journal. Suid-Afrikaanse Tydskrif Vir Geneeskunde 2001; 91(12): 1060-8.

60.	Amery A, Birkenhager W, Bulpitt CJ, Clement D, De Leeuw P, Dollery CT et al. Syst-Eur. A multicentre trial on the treatment of isolated systolic hypertension in the elderly: objectives, protocol, and organization. Aging (Milano) 1991; 3(3): 287-302.

61.	Safar M, Thijs L, Staessen JA. [Syst-Eur study: analysis of the benefits of nitrendipine in hypertensive type 2 diabetics]. Archives des Maladies du Coeur et des Vaisseaux 2003; 96(7-8): 768-71.

62.	Sandhofer A, Kahler C, Heininger D, Bellmann R, Wiedermann CJ, Joannidis M. Severe electrolyte disturbances and renal failure in elderly patients with combined diuretic therapy including xipamid. Wien Klin Wochenschr 2002; 114(21-22): 938-942.

63.	Sheehy O, LeLorier J. Patterns of amlodipine and felodipine use in an elderly Quebec population. Can J Cardiol 2000; 16(9): 1109-17.

64.	Sierra Benito C, Coca Payeras A, Investigadores del Estudio R. [Utility of extended release indapamide in the treatment of hypertension in at risk elderly: extended release study]. Rev Clin Esp (Barc) 2005; 205(10): 478-83.

65.	Staessen JA, Fagard RH, Thijs L. The Systolic Hypertension in Europe trial. Cardiovascular Reviews and Reports 2000; 21(5): 229-246.

66.	Townsend RR, Chang TI, Cohen DL, Cushman WC, Evans GW, Glasser SP et al. Orthostatic changes in systolic blood pressure among SPRINT participants at baseline. J Am Soc Hypertens 2016; 10(11): 847-856.

67.	Tu K, Campbell NR, Chen Z, McAlister FA. Thiazide diuretics for hypertension: prescribing practices and predictors of use in 194,761 elderly patients with hypertension. Am J Geriatr Pharmacother 2006; 4(2): 161-7.

68.	Umemoto S, Kamiya A, Matsuzaki M, Ogihara T. [COPE trial]. Nippon Rinsho 2006; 64 Suppl 6: 470-4.

69.	Urshila S, Mergenhagen KA, Kellick K. Effectiveness and safety of dual renin-angiotensin system blockade: a comparison between younger and older cohorts. Consult Pharm 2013; 28(6): 383-9.

70.	von Fallois J, Faulhaber HD. [Nebivolol, a third generation beta blocker: the modern treatment of hypertension. Results of a multicentric observational study]. Fortschr Med Orig 2000; Originalien: Erganzungsband ... der MMW, Fortschritte der Medizin. 118 Suppl 2:77-82.

71.	Widimsky J. [Management of dementia and cognitive functions in patients after cerebrovascular stroke: new results from the PROGRESS study]. Vnitr Lek 2003; 49(4): 343-9.

72.	Wilks R, Sargeant LA, Gulliford M, Reid M, Forrester T. Quality of care of hypertension in three clinical settings in Jamaica. West Indian Med J 2000; 49(3): 220-5.

73.	Yang Y, Thumula V, Pace PF, Banahan BF, 3rd, Wilkin NE, Lobb WB. Nonadherence to angiotensin-converting enzyme inhibitors and/or angiotensin II receptor blockers among high-risk patients with diabetes in Medicare Part D programs. J Am Pharm Assoc (2003) 2010; 50(4): 527-31.

74.	Zhai LH, Yang CY, Jiang KW, Xu XY, Lu HZ. [Antihypertensive therapy in 357 inpatients of elderly isolated systolic hypertension]. Zhong Nan Da Xue Xue Bao Yi Xue Ban 2005; 30(6): 719-22, 725.

75.	Zhang Y, Agnoletti D, Wang JG, Xu Y, Safar ME. Natriuresis and blood pressure reduction in hypertensive patients with diabetes mellitus: the NESTOR study. Journal of the American Society of Hypertension 2015; 9(1): 21-8.

76.	Musini VM, Tejani AM, Bassett K, Puil L, Wright JM. Pharmacotherapy for hypertension in adults 60 years or older. Cochrane Database Syst Rev 2019; 6: CD000028.

77.	Coope J, Warrender TS. Randomised trial of treatment of hypertension in elderly patients in primary care. Br Med J (Clin Res Ed) 1986; 293(6555): 1145-51.

78.	Beckett NS, Peters R, Fletcher AE, Staessen JA, Liu L, Dumitrascu D et al. Treatment of hypertension in patients 80 years of age or older. N Engl J Med 2008; 358(18): 1887-98.

79.	Curb JD, Lee M, Jensen J, Applegate W. Systolic Hypertension in the Elderly Program (SHEP). Part 4: Baseline medical history findings. Hypertension 1991; 17(3 Suppl): II35-61.

80.	Petrovitch H, Byington R, Bailey G, Borhani P, Carmody S, Goodwin L et al. Systolic Hypertension in the Elderly Program (SHEP). Part 2: Screening and recruitment. Hypertension 1991; 17(3 Suppl): II16-23.

81.	Vogt TM, Schron E, Pressel S, Wasserthiel-Smoller S, Eddleman EE, Miller S et al. Systolic Hypertension in the Elderly Program (SHEP). Part 3: Sociodemographic characteristics. Hypertension 1991; 17(3 Suppl): II24-34.

82.	Prevention of stroke by antihypertensive drug treatment in older persons with isolated systolic hypertension. Final results of the Systolic Hypertension in the Elderly Program (SHEP). SHEP Cooperative Research Group. JAMA 1991; 265(24): 3255-64.

83.	Staessen J, Bulpitt C, Clement D, De Leeuw P, Fagard R, Fletcher A et al. Relation between mortality and treated blood pressure in elderly patients with hypertension: report of the European Working Party on High Blood Pressure in the Elderly. BMJ 1989; 298(6687): 1552-6.

84.	An international trial of antihypertensive therapy in elderly patients. Objectives, protocol and organization. European Working Party on High Blood Pressure in the Elderly (EWPHE). Arch Int Pharmacodyn Ther 1985; 275(2): 300-34.

85.	Hansson L, Lindholm LH, Ekbom T, Dahlof B, Lanke J, Schersten B et al. Randomised trial of old and new antihypertensive drugs in elderly patients: cardiovascular mortality and morbidity the Swedish Trial in Old Patients with Hypertension-2 study. Lancet 1999; 354(9192): 1751-6.

86.	Perry HM, Jr., Smith WM, McDonald RH, Black D, Cutler JA, Furberg CD et al. Morbidity and mortality in the Systolic Hypertension in the Elderly Program (SHEP) pilot study. Stroke 1989; 20(1): 4-13.

87.	Vogt TM, Ireland CC, Black D, Camel G, Hughes G. Recruitment of elderly volunteers for a multicenter clinical trial: the SHEP pilot study. Control Clin Trials 1986; 7(2): 118-33.

88.	Todd OM, Wilkinson C, Hale M, Wong NL, Hall M, Sheppard JP et al. Is the association between blood pressure and mortality in older adults different with frailty? A systematic review and meta-analysis. Age Ageing 2019; 48(5): 627-635.

89.	Gutierrez-Misis A, Sanchez-Santos MT, Banegas JR, Castell MV, Gonzalez-Montalvo JI, Otero A. Walking speed and high blood pressure mortality risk in a Spanish elderly population. J Hum Hypertens 2015; 29(9): 566-72.

90.	Post Hospers G, Smulders YM, Maier AB, Deeg DJ, Muller M. Relation between blood pressure and mortality risk in an older population: role of chronological and biological age. J Intern Med 2015; 277(4): 488-97.

91.	Lv YB, Gao X, Yin ZX, Chen HS, Luo JS, Brasher MS et al. Revisiting the association of blood pressure with mortality in oldest old people in China: community based, longitudinal prospective study. Bmj 2018; 361: k2158.

92.	Odden MC, Peralta CA, Haan MN, Covinsky KE. Rethinking the association of high blood pressure with mortality in elderly adults: the impact of frailty. Arch Intern Med 2012; 172(15): 1162-8.

93.	Streit S, Poortvliet RKE, Gussekloo J. Lower blood pressure during antihypertensive treatment is associated with higher all-cause mortality and accelerated cognitive decline in the oldest-old. Data from the Leiden 85-plus Study. Age Ageing 2018; 47(4): 545-550.

94.	Vaes B, Depoortere D, Van Pottelbergh G, Mathei C, Neto J, Degryse J. Association between traditional cardiovascular risk factors and mortality in the oldest old: untangling the role of frailty. BMC geriatr 2017; 17(1): 234.

95.	Weidung B, Bostrom G, Toots A, Nordstrom P, Carlberg B, Gustafson Y et al. Blood pressure, gait speed, and mortality in very old individuals: a population-based cohort study. J Am Med Dir Assoc 2015; 16(3): 208-14.

96.	Wu C, Smit E, Peralta CA, Sarathy H, Odden MC. Functional Status Modifies the Association of Blood Pressure with Death in Elders: Health and Retirement Study. J Am Geriatr Soc 2017; 65(7): 1482-1489.


