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1. Clinical bottom line 建議附上精簡統計（或是NNT/NNH）之數據
2. The Study 可以更精簡些
3. 建議多描述證據是否能應用到前述臨床個案的PICO？有何困境？經濟成本效益？
若有修訂或進一步更新，歡迎將新檔案email到本中心。


Critical Appraisal Topics 
Title: Combination therapy with 50 mg losartan/12.5 mg hydrochlorothiazide was more effective in achieving goal BP than the use of losartan monotherapy titration.
Clinical bottom line:
Initial combination therapy with 50 mg losartan/12.5 mg hydrochlorothiazide was statistically and clinically more effective in achieving goal BP than the use of losartan monotherapy titration in the treatment of patients with severe hypertension. 
Citation/s: 
Combination Angiotensin Receptor Blocker/Hydrochlorothiazide as Initial Therapy in the Treatment of Patients With Severe Hypertension. THE JOURNAL OF CLINICAL HYPERTENSION 2004;6:614–620.
Lead author's name:
Christina M. Salerno, MS; Laura Demopoulos, MD; Robin Mukherjee, PhD; Alan H. Gradman, MD.
Clinical Scenario & PICO Question:
A 70-year-old woman with a history of hypertension had acute onset nausea and vomiting. There were no other GI symptoms. Poor control of blood pressure with BP 200/110mmHg was found. Her SBP was about 160-180mmHg at home. We considered the symptom of vomiting to be related to poor control of blood pressure. She took cozaar 50mg once daily for blood pressure control currently.
Patient and/or problem: a 70-year-old woman with poor control of hypertension 
Intervention: titrate cozaar dose to 100mg once daily
Comparison intervention: combination therapy
Outcomes: blood pressure lowering
Type of Question: therapy
Search Terms & Strategy: 
Database: Pubmed
Key words & Search stratedy:
Clinical Queries
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The Study: Level of Evidence: Ib
1. This 6-week, prospective, double-blind, randomized, controlled study enrolled 585 patients from 74 sites in 16 countries. A total of 532 patients completed the study. The mean age of randomized patients was 52.7 years (22–87 years). Of the patients randomized, 321 (54.9%) were men and 264 (45.1%) were women; most patients were Caucasian.
2. Inclusion criteria: Patients had a confirmed mean sitting diastolic BP (SiDBP) ≥110 mm Hg and mean sitting systolic BP (SiSBP) ≤220 mm Hg, and were taking no more than three antihypertensive medications at the time of screening.
Exclusion criteria: secondary hypertension of any etiology or malignant hypertension. A history of myocardial infarction or angina within 6 months before the start of the study, cerebrovascular accident, transient ischemic attack, audible carotid bruits, hemodynamically significant obstructive valvular disease, or cardiomyopathy. A history of unexplained syncope within 2 years before the start of the study, atrial fibrillation, congestive heart failure, or known left ventricular ejection fraction ≤40%, and atrioventricular conduction disturbances. Patients on concomitant medications that could affect BP, or who regularly used nonsteroidal antiinflammatory drugs, psychotropics, or lithium.
3. 585 Patients were randomized in a 2:1 fashion to initial therapy with either losartan 50 mg/HCTZ 12.5 mg or losartan 50 mg. 
BP was measured at baseline, 4 hours post-first-dose and at Weeks 2, 4, and 6. 
Patients were titrated if their mean SiDBP did not reach goal (<90 mm Hg). 
Patients randomized to monotherapy were titrated from losartan 50 mg to losartan 100 mg to losartan 150 mg. 
Patients randomized to combination therapy were titrated at Week 2 and remained on losartan 50 mg/HCTZ 12.5 mg in order to maintain the blind without dose adjustment. Thereafter, patients were titrated to losartan 100 mg/HCTZ 25 mg as needed to achieve goal. For safety reasons, patients on losartan 50 mg/HCTZ 12.5 mg were titrated to losartan 100 mg/HCTZ 25 mg at the 2-week time point if their trough SiDBP was ≥110 mm Hg.
The Evidence: 
1. Almost twice as many patients achieved goal at the primary end point of 4 weeks on 50 mg losartan/12.5 mg hydrochlorothiazide vs. the losartan regimen(19.6% vs. 9.9%; p=0.002). Almost three times as many patients achieved goal blood pressures at the secondary end point of 6 weeks(31% vs. 12.6%; p<0.001).
2. The changes from baseline in mean SiDBP and SiSBP were also examined. 
At Week 4, there was a significant decrease in SiDBP and SiSBP with combination therapy when vs. the monotherapy group (SiDBP: –13.6 mm Hg and –10.5 mm Hg, respectively;  SiSBP: –18.0 and –12.4 mmHg, respectively; p<0.001 for both).  
The decrease in SiDBP and SiSBP from baseline was greater after 6 weeks between the two groups (SiDBP: –17.8 mm Hg vs. –11.9 mm Hg, respectively; SiSBP: –25.1 and –14.1mm Hg, respectively; p<0.001 for both).
3. Besides, adverse experiences on losartan/hydrochlorothiazide (43%) were significantly less than with the angiotensin receptor blocker alone (52.6%).

Comments:
1. Limitation:
· The treatment groups were similar with respect to baseline characteristics, with the exception that a significantly higher percentage of males were randomized to monotherapy.兩組男女比例不一致的部分可能影響結果。
· Randomization was conducted via a computer generated allocation schedule. All bottles were labeled with the patient’s allocation number, lot number, and instructions. Active tablets and the corresponding matching placebo were identical. Masked allocation schedules were provided to the site. There were no cases of unblinding during the study.分組過程由電腦隨機分配，文中也提到藥物外觀和顆數也儘可能做到相同，且分配時有做到雙盲，但後續追蹤需增加劑量階段則無描述如何做到雙盲。
· 文中未提到兩組病人的compliance是否良好。而losartan/hydrochlorothiazide因副作用較少，也可能會有較好的compliance，因而出現較佳結果。
2. 和本篇類似結果:
· The JNC 7 guidelines recommend starting combination therapy for patients who require reductions of more than 20/10 mm Hg to achieve goal BP.(1)
· 另一篇發表在Revista medica de chile 1999年文章Antihypertensive efficacy of monotherapy in increasing doses versus therapy associated in low doses也提出相同結論：Combination therapy resulted in a better blood pressure lowering than monotherapy (33.2 +/- 3.2 and 29.5 +/- 3.4 mm Hg for systolic blood pressure respectively, 16.4 +/- 3.2 and 13.2 +/- 3.4 mm Hg for diastolic blood pressure, p < 0.05).(2)
· 另一篇發表在Journal of Hypertension 2000年隨機雙盲的文章Comparison of antihypertensive and metabolic effects of losartan and losartan in combination with hydrochlorathiazide ± a randomized controlled trial也提出相似結果，但樣本數較小。(3)
3. 於臨床應用上，combine therapy有較好的降壓效果，以及較好的cost effect，副作用較少以及顆數減少也會有較好的compliance。而本病人用藥後來改為adalat oros 30mg QD+Esidri (Hydralazine 10mg、Hydrochlorothiazide 10mg、Resertine 0.1mg) combine therapy也達到好的降壓效果。
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