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3.1 Is asymptomatic bradycardia (AB) in the elderly predict early mortality?. 
 
The prognostic implications of asymptomatic bradycardia in older patients is not clear. The researchers 
compared clinical need for pacemaker implantation (PMI) and mortality in patients with asymptomatic 
bradycardia ( heart rate < 55 beats/mt without pace maker implantation) with those outcomes in patients with 
normal heart rates ( 60 – 70 beats/mt). 

Of 2,560 patients, 470 had asymptomatic bradycardia. During a mean 7.2 years of follow up, patients with 
AB had significantly higher rates of pacemaker implantation. The difference in the groups did not emerge 
until after approximately 4 years, and the rate of PMI in the AB group was < 1% per annum. Presence of 
atrial fibrillation and longer PR and QRS intervals were each associated strongly with PMI.  

Comment: Overall older patients above 60 yrs with AB can be reassured that their long term prognosis is no 
different from that of patients without AB. However, alerting these individuals to their potential future need 
for PMI may be appropriate. Whether Beta stimulators in those with AB can prevent future PMI needs to be 
studied. 

Ref:  Goldberger J. et al Am. J. Cardiol. 2011 Sept 15; 108: 857. 

3.2 How often should INR be performed on patients on long term Warfarin?. 

Current guidelines from the American College of Chest Physicians recommend warfarin monitoring with 
INR every 4 weeks. 

In a single center Canadian study, 250 patients whose maintenance  warfarin dose had been stable for atleast 
6 months, were randomized to INR assessments every 4 or 12 weeks.  

At 12 months, the percentage of time INRs were in the therapeutic range was similar in the 2 groups (about 
70%). Clinical outcomes (major bleeding, thromboembolism and death) did not differ between groups. 

Comment: The authors estimated that a 3rd of patients in their large anticoagulation clinics have stable 
maintenance doses of warfarin and could be eligible for longer interval INR evaluations. The rigid 4 week 
assessment intervals are not necessary for patients with very stable INRs. It is important to remember that 
point of care prothrombin INR tests are now available and that new warfarin alternatives such as Dabigatram 
and Rivaroxaban, that require no monitoring can be used to simplify anticoagulation. 

Ref:  Schulman S. et al Ann. Intern. Med 2011 Nov 15; 155: 653. 

3.3 Do hand held metal detectors affect pace maker or implantable cardioverter defibrillator (ICD) 
Function?. 

Metal detectors create magnetic fields that could interfere with pace maker (PM) and ICD function. Most 
airline travelers undergo searches by airport metal detectors.  

388 patients ( 209 with PMs, 179 with ICDs) presented for routine follow up of their devices at 2 European 
Medical centers. Each patient was exposed to 2 types of widely used hand held metal detectors. The detectors 
were swiped on the skin over the PM or ICD and over and along the leads to the cardiac apex for more than 
30 sec. No patients experienced ECG abnormalities, abnormal PM or ICD function or spontaneous device 
reprogramming during or after exposure to the detectors. 



Comment: Hand held metal detectors do not affect PM or ICD function. This fact should reassure patients 
who have these devices. 

Ref: Jilek C. et al Ann. Intern Med 2011 Nov 1; 155: 587. 

3.4 Should women be routinely screened with CA 125 and vaginal ultrasound scan annually?. 

Epithelial ovarian cancer is a leading cause of cancer related death in women, largely because, the signs and 
symptoms are non specific and often appear after the disease is far advanced.  

The PLCO trial (Prostate, Lung, Colorectal, and Ovarian) has been completed recently. 68,000 US women 
were randomized to undergo annual screening with CA – 125 for 6 years and vaginal ultrasound for 4 yrs or 
usual medical care. Researchers hope to show that screening would detect ovarian malignancies earlier and 
lower ovarian cancer related mortality. During a 12.4 yr follow up, participants and their health care 
providers were provided with screening results so that any detected malignancy could be managed 
appropriately. 

Unfortunately, screening did not provide any benefit. Ovarian cancer was diagnosed in 0.6% of women in the 
intervention group and in 0.5% of women in the usual care group. Late stage cancers were not significantly 
less common in the intervention group than in the usual care group (69% and 78% resp). Ovarian cancer 
related deaths also occurred in similar numbers. The average length of survival was similar. 5% of women 
had false positive results and underwent unnecessary surgery. 15% who underwent surgery had one or more 
serious complications.  

Comment: Screening in women for ovarian cancer with CA – 125 and vaginal ultrasound scans annually is 
not warranted. 

Ref: JAMA 1991 June 8th; 305: 2295.  

3.5 New drugs for hepatitis C – Boceprevir(B) and Telaprevir(T). 

B and T are protease inhibitors. They have been tried in combination with Peginterferon (P) and Ribavirin 
(R). P and R are validated drugs for Hep C infection.  

In the B trials, Hep C patients who had poor results with P and R combinations or who were treatment naïve, 
were randomized to B or placebo in addition to P and R. Compared with the placebo arm, the B group did 
better across the board. 

Among treatment naïve patients, undetectable RNAs at 24 weeks after stopping treatment was 67% for B vs 
40% for P (significant). Among those who had failed P and R treatment earlier, 62% of B patients vs 21% of 
T patients had sustained responses. In similar trials, T was found to be equally superior to placebo.  Black 
patients and patients with hepatic fibrosis have particularly poor response to standard P + R treatment. Both B 
+ T trials revealed that these 2 protease inhibitors improved biological responses. Neither trial included 
HIVand HCV co infected patients. 

Side effects were considerable including anaemia, GIT problems, Dysgeusia and rash. There was a 
substantial pill burden of 6 – 12 capsules daily. The additional drug toxicity makes the already grueling P + R 
regimen even harder to tolerate. 
 
Ref:  N.E.J.Med 2011 March 31; 364: 1195 – 1207. 

          N.E.J.Med 2011 June 23; 364: 2405 , 2417. 

 



3.6 Is Niacin effective in secondary prevention of cardiovascular disease? 

Many clinicians add niacin to statin therapy especially for patients with low HDLC.  

In the AIN – HIGH study, 3,414 patients with established CVD were randomized to receive simvastatin 
(titrated to a LDLC goals of <80mg/dl) + either extended release niacin or placebo. Enrolled men had HDLC 
levels < 40mg/dl and women’s levels were less than 50mg/dl. TG levels were between 150 – 400mg/dl. 
Compared with placebo, niacin therapy induced significant changes in LDLC, HDLC and TG levels. 
However the trial was stopped after an average follow up of 3 yrs when niacin failed to show evidence of 
CVD benefit and the safety committee noted a trend toward more strokes with niacin. The primary outcome 
(composite of adverse coronary events, strokes and revascularization) occurred in 16 % in each group. The 
incidence of stroke was 1,7% with niacin and 1.1% with placebo.( P = 0.09).  

Comment: The results of AIM-HIGH leave little reason to prescribe niacin to patients with known CVD who 
achieve low LDLC levels with statin  monotherapy. 

Ref: N.E.J.Med 2011 Dec 15; 365:2255. 

3.7 Are Omega 3 fatty acids ( O3FAs) or B Vitamins (B Vit) efficacious in secondary prevention of 
CVD? 

2,501 patients who had suffered MIs, unstable angina or strokes within the past 12 months were randomized 
to receive O3FAs (600mg of EPA and DHA in a 2:1 ratio), B Vit, both or neither. During median follow up 
of 5 yrs, O3FA supplementation had no effect on a composite outcome of MI + stroke + CV related death or 
on the individual end points. Vit. B therapy also had no effect on the composite outcome but was associated 
with significantly higher overall mortality.  

Comment: The results of this O3FA trial should give pause to the practice of routinely advising O3FA 
supplementation and B Vit prescription when demanded by patients. This is in conformity with the earlier 
Alpha  Omega trial  where  400mg of EPA /DHA or 2g of Alpha linolenic acid, both or neither  when given 
daily to 4,837 patients who had survived MIs and followed up for a median 41 months revealed that neither 
supplements exhibited a significant advantage over placebo in the secondary prevention of  CV events. 

Ref:  BMJ 2010 Nov 29; 341: c 6273. 
         N.E.J.Med 2010 Nov 18; 363: 2015. 

3.8 Can postmortem imaging replace autopsy in determining the cause of unexpected death?. 

Full autopsy is often objected to on religious grounds and by organ harvesting scandals.  

182 adult cases referred to Coroners in 2 British cities during a 2 year period was studied. For each case 
whole body postmortem, CT and MRI studies were obtained prior to full autopsy. Two pairs of Radiologists 
independently interpreted the CT and MRI films resp.  

In 30% of cases, major discrepancies in cause of death (organ or pathology) occurred between the consensus 
reports and autopsy. In 48% of cases, Radiologists reported a “definite diagnosis” not requiring autopsy but 
in 1/3rd of these major discrepancies with autopsy findings occurred. CT consistently yielded fewer 
discrepancies with autopsy than did MRI. The most frequently over and under identified diagnosis were 
coronary heart disease, pulmonary embolism, bronchopneumonia and intestinal infarction. 

Comment: Neither imaging modality accurately identified  vascular events, a major cause of unexpected 
death or distinguish clearly between pneumonia and pulmonary oedema. However, imaging might be better 



than autopsy for identifying some fractures and CNS lesions. The authors suggest that advanced imaging 
including postmortem angiography and less invasive biopsy techniques might reduce – but not eliminate – the 
need for full autopsies. 

Ref: Roberts I.S.D. et al Lancet 2011 Nov 22;  

3.9 What is the ideal systolic blood pressure after a stroke?. 

The level of systolic BP for the prevention of recurrent stroke is not clear. To examine this issue, about 
20,000 patients (mean age 66, 2/3rds men) with recent non cardioembolic ischaemic stroke were studied. 
Mean follow up was 2.5yrs.  The recurrent stroke rate was 8%. Compared with a systolic BP of 120 – 129, 
risk for recurrent stroke was elevated as follows.  

1. Mean systolic BP <120mmHg +29%. 

2. Mean systolic BP between 140 – 149mmHg  + 23%. 

3. Mean Systolic BP > 150mmHg   +108%. 

Mean systolic BP between 130 – 139mmHg was the same as  that of 120 – 129mmHg. 

Comment: This post hoc analysis supports the recommendation to maintain systolic BP in the range 120 – 
139mmHg, but not lower in stroke patients. 

Ref:  Ovdiagele  B. et al JAMA 2011 Nov 16; 306: 2137. 

3.10 Are the actions of the new anticoagulant drugs reversible?. 

Warfarin has been the longest used anticoagulant but suffers from the deficiency that it requires continuous 
monitoring. However its advantage is that its action is reversible by both Vit K and by fresh frozen plasma. 
What about the new anticoagulants Dabigatran(D), a direct thrombin inhibitor  and Rivaroxaban (R) a 
factor 10 Xa inhibitor?. These drugs have the advantage of not requiring long term monitoring. 

Prothrombin complex concentrates (PCCs) contain coagulation factors 11, V11,1X and X in high 
concentrations and enhanced thrombin generation. Theoretically therefore they should reverse both D and R 
if they have been given in an overdose.  

In a study of 12 healthy volunteers, it was found that PCC completely reversed thee effects of R but not of D.  

Comment: The availability of a rapid reversal agent is important for patients taking systemic anticoagulants. 
This study’s findings should be validated in a clinical trial. For noww, R appears to have an advantage over 
D. 

Ref: Eerenberg E.S. et al Circulation 2011 Oct 4; 124: 1573. 

        Battinelli E.M. IBID : 11508. 

3.11 What are the long term (11yrs) outcomes of statin therapy ?. 

In many randomized trials of statin therapy, lowering LDLC by 40mg/dl during 5 yrs reduced vascular 
mortality and morbidity by about 25% without affecting non vascular morbidity or mortality. Observational 
studies over longer periods have however suggested that a lower LDLC levels may be associated with 
elevated non vascular morbidity and mortality and elevated risk for some kinds of cancer.  



In the British Heart Protection Study (BHPS) , 20,000 patients with increased vascular risk were randomized 
to receive daily Simvastatin (40mg) or placebo. At 5 yrs, Simvastatin recipients had a 23% relative reduction 
in major vascular events and a 14% relative reduction in overall mortality. These differences between Simva 
and Placebo groups widened over time ( Lancet 2002; 360: 7). The Authors now report outcomes after a 
further average 5.7 yrs of post trial follow up, during which statin use and lipid levels were similar in both 
groups. 

The Simva group had 14% fewer first major vascular events in the first post trial year, but no significant 
differences were noted between groups thereafter. In addition, no significant post trial differences were 
observed between groups in vascular or non vascular mortality or in cancer incidence. 

Comment:  The in trial vascular benefits of statin therapy were preserved in the post trial period , untainted 
by adverse non vascular outcomes would stop. Long term statin therapy up to about 11 years, imparts 
benefits for patients at elevated vascular risk and is also safe. 

Ref:  HPS collaborative group Lancet 2011 Dec 10; 378: 2013. 

3.12 Short course treatment for latent tuberculosis. 

Recent conversion to positive from negative tuberculin skin test is diagnosed as a state of latent TB. The 
present regimen to prevent latent TB turning into a full blown infection is a 6 – 12 month course of daily 
Isoniazid (INAH). However, adherence to this regime in clinical practice is poor, and its effectiveness 
becomes considerably less than the 90% figure established in clinical trials.  

A recent open label study, randomized 7,500 individuals with latent TB to either a 9 month course of daily 
self administered INAH or 3 month courses of weekly INAH and Rifapentine which was administered by 
directly observed therapy (DOT). Rifapentine is a long acting Rifamycin. These participants were young 
adults with recent exposure to active TB or recent conversion to positive tuberculin skin test.  

After a average follow up of 30 months, rates of active TB were 0.43 in the INAH group vs 0.19% in the 
combination group, establishing the non inferiority of shorter combination therapy. Of the 384 individuals 
who were almost completely non adherent to treatment, the rates of active TB was 1.64%. The combination 
group had a slightly higher frequency of adverse events, probably due to drug hypersensitivity. However, 
hepato toxicity was more common in the INAH group. 

Comment:  Short course treatment for 3 months with INAH and Refapentine given orally once weekly 
under DOT was for latent TB was non inferior to 9 months daily INAH orally. The study however does not 
indicate how much of the short regimen’s success depends on DOT, which is an expensive and labour 
intensive endeavour. How the weekly regime would fare if self administered would be a crucial question, the 
answers to which need firther study. 

Ref:  Sterling T.R. et al N.E.J.Med 2011 Dec 8th; 365: 2155.   

3.13 Is Non Alcoholic Fatty Liver Disease (NAFLD) associated with excess mortality?.  

Biopsy proven NAFLD is associated with cirrhosis, liver cancer and several cardiovascular risk factors such 
as diabetes, obesity and dyslipidaemia which lead on to increased CV risk.  However, all patients who have 
ultrasound positivity for fatty liver (fatty liver disease) and who have elevated liver enzymes (non alcoholic 
steatohepatitis) are commonly referred to as NAFLD even without an invasive liver biopsy, provided no 
secondary causes such as HepB, Hep C, alcohol and haemochromatosis are identified. What is the prognosis 
of these patients?. 



For this purpose researchers conducted a prospective cohort study based on data from the 3rd NHANES 
1988 – 1994, which involved more than 11,000 adults (age range 20 – 74) who underwent base line hepatic 
ultrasonography. The prevalence of fatty liver was 16% and NASH 3%. Median follow up period was 14.5 
yrs. Neither fatty liver nor NASH was associated with elevated all cause mortality or death from CVD, 
cancer or liver disease. 

Comment:   In this large prospective study, fatty liver and NASH were not associated with elevated risk for 
all cause mortality or death from CV disease, cancer or liver disease but it did not study the problem of 
morbidity. It is also known that although ultrasound accurately detects fatty liver, ultrasound combined with 
elevated liver enzymes have only limited sensitivity and specificity for biopsy proven NASH (gold standard). 
Whether therapeutic intervention with agents such as Vitamin E, metformin, pioglitazone, ezetimibe, etc 
have an impact on morbidity needs to be studied. 

Ref: Lazo M. et al BMJ 2011 Nov 18; 343: d 6891. 

3.14 What is the incidence of early seizures after stroke?. 

A multicenter Italian study involved 714 patients – 85% with ischaemic stroke and 15% with haemorrhagic 
stroke.  The incidence of seizures during the first week for ischaemic and haemorrhagic stroke was 4 and 
16% resp. Cortical location as compared with subcortical location were also independent predictors of early 
seizures. In another single center French study in 522 patients with haemorrhagic stroke , the incidence of 
seizures during the first week was 14%. Here also, cortical vs non cortical involvement was associated with 
seizures in 19% vs 10% resp. Functional outcomes or mortality at 6 months were not predicted by early 
seizures. 

Comment: Haemorrhagic strokes and cortical location are more prone with early seizures. Since ischaemic 
strokes are commoner than haemorrhagic strokes, clinicians may encounter more early seizures following 
ischaemic stroke. Whether patients benefit from antiepileptic drug therapy after first stroke related seizures is 
unclear. Whether prophylactic antiepileptic therapy, in those with cortical location who did not have stroke 
related seizure, needs also to be studied in prospective randomized trials. 

Ref:  Beghi E. et al Neurology 2011 Nov 15; 77: 1785. 
         De Herdt V. et al IBID : 1794. 

3.15 Can reactivation of genital Herpes Simplex Virus (HSV) infection be suppressed?. 

Genital herpes is caused by HSV -2 infection. Suppressive treatment is with standard dose Acyclovir 400mg 
b.i.d or Valacyclovir 500mg daily for 6 weeks. Would higher dose antiviral therapy suppress viral shedding 
more effectively?. 

113 HIV negative patients with symptomatic or asymptomatic HSV -2 infections were studied. Higher dose 
antiviral therapy vs standard dose therapy vs no medication were the options considered. Period of treatment 
was 4-7 weeks. Compared with no medication, reactivation occurred with similar frequency in both the high 
dose and standard dose groups. Most reactivations on antiviral therapy were asymptomatic  (diagnosed by 
routine genital swabs) and lasted less than 12 hrs   in 70% of patients. These reactivated individuals can 
transmit the virus to uninfected partners. 

Comment:  Suppressive therapy even with high doses of currently available antiviral agents , cannot fully 
prevent subclinical reactivation and transmission of HSV -2. 

Ref: Johnston C. et al  Lancet 2012 Jan 5:  



3.16 Can septic arthritis complicate crystal arthritis?. 

In patients with acute inflammatory mono arthritis, crystal disease and bacterial infection are usually the 2 
principal considerations. On rare occasions however, both may be present concomitantly. Arthrocentesis and 
sinovial fluid analysis was undertaken in an Australian retrospective study. 

During 5 years, 82 patients had culture proven septic arthritis only, 295 had crystal arthritis only (55% gout, 
45% pseudogout) and 22 had both crystal and septic arthritis. Most patients in each category had markedly 
elevated WBC counts and serum CRP levels. However, of the 10 patients with septic and crystal arthritis and 
negative gram stains, none had both sinovial fluid WBC count <10,000/mcl and serum CRP < 100mg/l.  

Comment:   Even when crystals are identified in a patient with acute mono arthritis, clinicians should not 
summarily dismiss the possibility of infection. In this study, concomitant septic and crystal arthritis was 
uncommon. However, when sinovial fluid  WBC count is < 10,000/mcl, and serum CRP level is < 100mg/l 
infection is highly unlikely. 

Ref:  Papanicolas L.E. et al J.Rheumatol. 2012 Jan; 39: 157. 

3.17 Effect of diuretics on Serum Uric Acid ( SUA). 
Elevated SUA is known to be associated with clinical gout, hypertension, metabolic syndrome, future risk of 
diabetes and renal outcomes in diabetic nephropathy. In addition diuretics have been implicated with elevated 
SUAs.  
 
6,000 hypertensive patients with no gout at baseline were followed up for 9 yrs. Incidence of gout was 5.5% 
among diuretic users. Loop diuretics more prone to cause this than Thiazide diuretics compared to non 
diuretic users (7.0%, 5.0% and 2.9% resp). The increase in SUA was 1.0mg with loop and 0.7mg /dl with 
Thiazide diuretics. 
 
Ref:  Mc Adams De Marco M.A. et al Arthritis Rheum 2012 Jan ; 64: 121. 
 
3.18 A new method for diagnosing the site and source of lower intestinal bleeding -  CT angiography. 
 
     The usual diagnostic modalities to detect the source of acute lower GIT bleeding are  Colonoscopy, 
Scintigraphy with technetium labeled red cells and invasive angiography. Each one of these have their 
limitations. The accuracy of CT angiography was examined in 47 patients with acute lower GIT bleeding 
requiring urgent evaluation. The sites and sources were verified by subsequent colonoscopy, scintigraphy, 
invasive angiography or at surgery. The CT was considered to be positive when it demonstrated intraluminal 
contrast enhanced material consistent with blood. 
 
CT angiography depicted the presence and location of active or recent bleeding in all 19 patients (40%) for 
whom sites were eventually confirmed. This means that 28 of the 47 ( 60%) had no confirmed  site of 
bleeding. Of the 19 patients with positive results, 4 were found to have small intestine and 15 colorectal sites 
of bleeding. The commonest causes discovered were diverticulosis, tumours and vascular lesions. 
 
Comment:   Based on these results, the authors propose CT angiography as a reasonable first line choice for 
emergency evaluation of patients with acute lower GIT bleeding. The CT protocol in this study included an 
initial unenhanced scan – to document pre existing intra luminal hyper attenuating material – followed by 
both arterial and portal venous phase scanning.  
 
Ref:  Marti M. et al Radiology 2012 Jan; 262 : 109. 



3.19 Triple therapy with inhaled steroids(IS) + long acting Beta agonist (LABA) +  Tiotropium for 
COPD. 
 
How does the above triple therapy ( all inhaled) compare with double therapy ( ICS + LABA)?. 
 
No randomized trials are available to answer this question. Scottish researchers conducted a retrospective 
cohort study of 996 COPD patients on double therapy and 1,857 patients on triple therapy. Follow up was for 
a mean 4.7 yrs. 
 
1/3rd of patients died. Although spirometric measures of COPD at baseline were worse in the triple therapy 
group, crude mortality was 37% lower in the triple therapy group. Triple therapy was also associated with 
significantly lower all cause, respiratory and CV mortality. COPD  exacerbations and hospital admissions for 
respiratory disease were also lower with triple therapy. 
 
Comment:  This is not a randomized trial but it suggests that tiotropium containing triple therapy could be 
better than the two drug regimen. There were no increased CV mortality with Tiotropium, which may have 
been expected as it is an anticholinergic drug causing increased heart rate especially in conjuction with 
LABAs. The standard dose of inhaled Tiotropium was 9 – 18 mcg. 
 
Ref:  Short P.M. et al Chest 2012 Jan; 141: 81.   
 
3.20 Are Proton Pump Inhibitors ( PPIs) indicated in asthmatic children who do not have symptomatic 
Gastro Oesophageal Reflux Disease (GORD)?.   
 
GORD is more common in children with asthma than in children without asthma. Whether the association is 
causal is unknown. Reflux of acid into the bronchial tree is known to cause bronchospasm and PPIs are given 
for this syndrome. However when GORD is not evident, is it useful to administer PPIs in asthmatic children?. 
 
306 children aged 6 – 17 yrs with poorly controlled asthma and no reflux symptoms were randomized to 
Lansoprazole or placebo in addition to inhaled steroids for 24 weeks. Of 115 children who underwent 
oesophageal pH monitoring, 43% had asymptomatic GORD.  
 
The mean change in asthma control questionnaire score ( the primary outcome) and secondary measures of 
asthma control did not differ significantly in the two groups – whether they had or did not have reflux on pH 
monitoring. However Lansoprazole recipients were 1.3 times more likely than placebo recipients to 
experience upper respiratory infections ( significant). They also had 6 times more fractures ( 6 vs 1) (non 
significant, p = 0.06). 
 
Comment:   Unnecessary PPI use in asthmatic children gives no benefit in asthma control but introduces 
unnecessary expense, greater risk for upper respiratory tract infection and possibly fracture in children. PPIs 
continue to be prescribed in children on the basis of experience in adults and because they are perceived as 
safe. They are certainly not safe for children. 
 
Ref:  Holbrook J.T. et al JAMA 2012 Jan 25; 307 : 373. 

             Martinez F.D. IBID : 406. 
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