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4.1 What are the associations and consequences of Acute Kidney Injury (AKI) after 
Myocardial Infarction (MI)?. 
AKI is associated with adverse outcomes including elevated risk for MI and death. But what 
happens when AKI follows MI?. AKI is defined as a increase of 0.3mg/dl or more between the 
admission serum creatinine and the peak value during hospitalization. The following features 
were noticed. 

1. AKI occurred more in older and male patients. 
2. Shock, heart failure, elevated admission creatinine, conventional CVD risk factors  
 were definite associations. 
3. Catherization and coronary artery bypass grafting were also risk factors. 

 Consequences of AKI were  

1. Increased hospital mortality - 2.1% in those without AKI, 6.6% , 14.2% and   
 31.8% in mild , moderate and severe AKI resp. 
2. Elevated risk for major bleeding - 8.4% without AKI and 32.7% with severe AKI. 

 
Comment:  AKI was common after MI and was associated with elevated mortality and bleeding 
risk. Even small increases in serum creatinine were associated with adverse outcomes. AKI was 
seen even in those who were not exposed to IV contrast media via catheterization. 
 
Ref:  Fox C.S. et al Circulation 2012 Jan 24; 125: 497. 
 
4.2 Calcium Channel Blockers (CCBs) and Losartan are associated with lower risk for gout 
in hypertension. 
Antihypertensive drugs either increase serum uric acid levels ( eg: diuretics and Beta blockers). 
What about CCBs and Losartan?. 
                                       
 25,000 adults (age 20 – 79) with incident gout were matched with 50,000 controls. After 
adjustments for confounders, risk for incident gout  was significantly lower among hypertensive 
patients who were using CCBs (RR 0.9) and Losartan (RR 0.8), but elevated among those taking 
diuretics (RR 2.4), Beta blockers (RR 1.5), ACE inhibitors (RR 1.2) and non Losartan ARBs ( 
RR 1.3). Similar results were seen in those without hypertension. Further longer use of CCBs 
and Losartan was associated with progressively lower risk for gout. 
 
Comment:  CCBs and Losartan are associated with lower risk for gout, whereas diuretics, Beta 
blockers, ACEIs and non Losartan ARBs are associated with higher risk. These results are 
important because hypertension itself is a risk factor for gout and many patients with gout have 
hypertension. 
 
Ref: Choi H.K. et al B.M.J 2012 Jan 12; 344: d 8190. 



4.3 Which is better for diagnosing coronary artery disease (CAD) - Nuclear Stress Testing( 
NST) or Cardiac MRI(CMRI)?. 

NST is widely used to evaluate patients for potential CAD, whereas CMRI has traditionally been 
used to evaluate structure ( congenital heart disease) and function ( valve function). 

Researchers evaluated the diagnostic accuracy of CMRI relative to NST for diagnosis of CAD in 
patients with suspected stable angina (N= 600).  Cardiac catheterization done in all patients 
served as the gold standard. Criteria for a positive CMRI included – visible coronary stenoses, 
regional wall motion abnormalities on cine imaging and hypoperfusion or evidence of scar after 
Gadolinium.  The prevalence of obstructive CAD identified by cardiac catheterization was 39%. 

The sensitivity of CMRI  vs NST was 87% and 67% resp. The specificity was 83% in both. The 
positive predictive value was 77% and 71% resp. The negative predictive value was 91% and 
79% resp. 

Comment: CMRI detected more cases of obstructive CAD (seen by coronary angiography) than 
NST, without increasing the false positive rate. The disadvantage of CMRI, is the lack of 
experienced Radiologists and the inability to perform exercise stress CMRI whereas stress NST 
is possible. Also claustrophobia and long imaging times are further negatives for CMRI.  
However, CMRI is an alternative to stress ECHO studies and NST in evaluating possible 
obstructive CAD. 

Ref:   Greenwood J.P. et al Lancet 2012 Feb 4; 379: 453. 

4.4 Aspirin for primary prevention of CardioVascular Disease (CVD) – risks and benefits. 

There is no doubt that aspirin is beneficial in preventing CV events in patients with prior CVD 
(secondary prevention). What about primary prevention and the risk for bleeding, weighed 
against the benefit of reduced CVD?. 

A meta analysis was undertaken in 102,000 patients (mean age 57, 47% men) with CV risk 
factors but no prior CVD. Mean follow up was 6 years. 2,200 CV events including 1,540 non 
fatal MIs and 592 fatal events were identified. More than 10,000 non trivial bleeding events ( GI 
bleeding, Haemorrhagic stroke, nasal bleeding and haematuria) were  identified. The lowering of 
non fatal CV events was 20%. The number needed to treat was 162. Aspirin however did not 
lower the risk for fatal CV events and raised the risk of non trivial bleeding events by 31% - 
Number needed to harm was 73. 

Comment: Current guidelines recommend widespread use of aspirin for primary prevention in 
people at increased CVD risk. This may require reappraisal. Patients at increased risk for 
bleeding may need to avoid aspirin as a primary preventive agent. Recent evidence that long 
term daily aspirin use reduces the incidence of certain cancers, may tip the balance in favour of 
Aspirin. 

Ref:   Seshasai S.R.K. et al Arch. Intern. Med 2012 Feb 13; 172: 209. 



Mora S.   IBID : 217. 
Lancet 2011; 377: 31. 

4.5 Are use of antibiotics in older patients associated with increased risk of bleeding from 
use of Warfarin?. 

Researchers performed a case control study involving a cohort of 39,000, old Medicare 
beneficiaries who were using warfarin. 2% were hospitalized for bleeding. Each case patient was 
matched with 3 controls based on age, sex, race, ethnicity and indication for warfarin use. 

Concomitant exposure to any antibiotic doubled the risk for a bleeding episode, compared with 
no such exposure ( adjusted odds ratio = 2.0). The 6 antibiotic categories were all associated with 
significant elevated risk but azole antifungals were associated with the greatest risk ( adjusted 
odds ratio = 4.6). 

Comment: Antibiotic -  warfarin combination is potentially adverse for bleeding risk. The effect 
of azole antifungals may be due to inhibition of CYP 2 C9, the enzyme responsible for 
metabolizing warfarin.  

Ref:  Baillargeon J. et al Am. J. Med. 2012 Feb; 125: 183. 

4.6 What are the complications of Prostatic Biopsy  (PB)?. 

PB is performed during transrectal ultrasound, for those with hard prostates, with elevated PSA 
levels. Some of them may be asymptomatic. 11,000 participants with serum PSA levels >3ng/ml 
( age 50 – 69) were offered PB and 1,147 underwent the procedure. 

Within 35 days after PB, the following complications occurred.  

Pain  44 % 
Fever  18%. 
Haematuria  66%. 
Haematochezia  3%.   
Haematospermia   93%. 
No symptoms  2% ( Only).  
Deaths  nil. 
Hospitalized for sepsis 1%.  
Consultation with specialists requested in 10% post biopsy. 
Prostate cancer was diagnosed in 35%.  
 

Comment:   Physicians should find these data useful when advising men with abnormal PSA 
levels to have prostate biopsy. 

Ref:  Rosario D.J. et al BMJ 2012 Jan 9; 344: d 7894. 

 



4.7 A new treatment for resistant hypertension – Renal Sympathetic Denervation (RSD). 

RSD in which radio frequency energy is delivered via catheterization to sympathetic nerves in 
the Adventitia of the renal arteries – is being explored as a therapy for drug resistant 
hypertension. Patients with BPs of 160 or more ( > 150mmHg if diabetic) despite use of at least 
3 antihypertensive drugs underwent RSD ( N=46) or served as controls (N=18). Patients with 
known secondary hypertension were excluded. Most of the investigators received support from 
the device manufacturer.  

RSD significantly reduced systolic and diastolic BP at one month ( mean – 22 / -7 mmHg) and 6 
months (mean -28/-9mmHg). There were also reductions from baseline in mean septal thickness 
and mean LV mass index at 6 months. LV hypertrophy regression was also very significant. 
Improvements in systolic and diastolic function and filling pressures were also seen. 

Comment: RSD improves BP and cardiac parameters in patients with drug resistant 
hypertension. Since LVH is associated with cardiac morbidity and mortality, reduction in these 
end points may be seen on long term follow up. 

Ref:  Brandt M.C. et al J.Am.Coll. Cardiol 2012 March 6; 59: 901. 
Zile M.R. and Little W.C.   IBID : 910.    
 

4.8   Can Symptomatic Pulmonary Embolism (SPE) be treated by oral medication alone?. 

Rivaroxaban ( R ) – an oral factor Xa inhibitor has been shown to be as effective as standard 
combined Enoxaparin – Warfarin therapy for patients with proximal Deep Vein Thrombosis ( 
DVT) (NEJMed 2010; 363: 2499). Now, industry supported researchers have conducted a 
similar open label, randomized trial, involving nearly 5,000 adults with acute SPE. Patients 
received either oral R (15mg b.i.d for 3 weeks followed by 20mg once daily) or standard therapy 
(s.c Enoxaparin followed by Warfarin). Treatment duration was 3,6 or 12 months. Exclusion 
criteria included CrCl < 30ml/mt, clinically significant liver disease, severe hypertension or need 
for thrombolytic therapy. 

The primary efficacy outcome (symptomatic fatal or non fatal recurrent venous thrombo 
embolism) occurred in 2.1% of R patients and 1.8% of standard treated patients ( non significant 
difference = non inferiority). Clinically relevant bleeding occurred in 10.3% and 11.4% in the R 
and standard therapy groups resp. Critical bleeding requiring transfusion or resulting in death 
occurred  significantly fewer in the R than the standard therapy group (1.1% vs 2.2% resp). 

 Comment: Fully oral therapy with R appears effective and safe for a fairly broad range of 
patients with pulmonary embolism. However, the drug is currently FDA approved only for 
prophylaxis after orthopaedic surgery and for stroke prevention in atrial fibrillation. 

Ref:   Buller H.R. et al – EINSTEIN – PE investigators, N.E.J.Med 2012 March 26. 



4.9 Should Prednisone (P) be added to Methotrexate (MTX) for early Rheumatoid 
Arthritis (RA)?. 

Prednisone has been demonstrated to have disease modifying effects in RA. Researchers 
randomized 236 patients with untreated early RA to a MTX based treatment strategy + P ( 10mg 
daily) or placebo. 

By 2 years, primary radiographic assessment showed that the % of patients without evidence of 
joint damage was significantly higher in the MTX + P group  vs the MTX group alone (78%  vs  
67%). Combination treatment showed early advantages over mono therapy on secondary 
measures such as pain, disease activity and ESR, but the between group differences narrowed 
within 2 years. Those on combination treatment were less likely to require additional treatment 
with Cyclosporins or a biologic agent ( 15% vs 41%). Adverse event rate was lower with 
combination therapy. 

Comment:  This trial supports adding P to MTX early in the course of RA. Whether P therapy 
protects against joint erosion beyond 2 years, is not known. It may be prudent in view of the long 
term side effects, that P should be tapered and stopped if possible, after 2 years. 

Ref:  Bakker M.F. et al  Ann.Intern. Med 2012 March 6th; 156: 329. 

4.10 For prevention of GI bleeding caused by dual anti platelet therapy – Which is better, a 
PPI or a H2 blocker?. 

GI bleeding is an important complication when multiple anti thrombotic drugs are used in acute 
coronary syndrome. To determine the efficacy of proton pump inhibitors vs H2 blockers in this 
syndrome, Hong Kong researchers performed a randomized trial involving 311 individuals with 
the acute coronary syndrome. They required either Aspirin, clopidogrel, and Enoxaparin or 
thrombolytic drugs. The patients also received  Esomeprazole 20mg /d or Famotidine 40mg/d for 
18 weeks. 

The primary outcome – endoscopically verified GI bleed, gastric outlet obstruction, perforation, 
haematemesis or malaena – occurred in one esomeprazole  and 9 famotidine recipients ( 0.6%  vs 
6.1% , p = 0.005). The incidence of adverse CV events were similar in the 2 groups. 

Comment: Esomeprazole – a PPI, proved superior to Famotidine – a H2 blocker,  in preventing 
GI bleeding associated with dual antiplatelet therapy during several months, following an acute 
coronary syndrome. 

Ref:  Ng F. H. et al Am. J. Gastroenterol 2012 March; 107: 389. 

4.11 Do Angiotensin Receptor Blockers (ARBs) exhibit a class effect when used in Heart 
Failure (HF)?.                              

ARBs are recommended for patients with HF and LV systolic dysfunction who do not tolerate 
ACE inhibitors. Some observational data suggest that Losartan is associated with higher 



mortality in HF compared to other ARBs. To determine whether this is true, Danish Investigators 
identified 6,479 patients ( mean age 72) hospitalized with HF, and compared the outcomes of 
Losartan vs Candesartan. 

After multivariable adjustment, neither all cause nor CV mortality differed significantly between 
the 2 groups. However, high doses of Candesartan were superior to low or intermediate doses of 
Losartan ( not maximum dose) or low dose Candesartan.  

Comment: Benefits of high dose Losartan were similar to high dose Candesartan in HF. 
However, high dose was better than lower doses. This study provides some support to a class 
effect of ARBs for HF. 

Ref:  Svanstrom H. et al JAMA 2012 April 11th; 307: 1506. 

4.12 What amongst the cholesterol fractions is best predictive of risk for Cardio Vascular 
Disease (CVD)?. 

Hitherto the LDLC level has been the primary parameter by which statin treatment is titrated. 
Apo B levels and non HDLC levels are thought to predict risk for CVD even better than LDLC. 
Is this true?. To evaluate the various possibilities, researchers conducted a meta analysis in statin 
treated patients. 8 RCTs of statins, in which all relevant cholesterol fractions were measured and 
followed up for  2 years or more, were included in the meta analysis. In 38,000 statin recipients, 
6,300 major CV events occurred. 

For all cholesterol fractions analysed, patients in the highest quartile of any fraction had 
significantly greater CVD risk than those in the lowest quartile. However, hazard ratios were 
higher for non HDLC ( 1.42) and Apo B (1.33) than for LDLC (1.26). In addition, more of the 
benefit of statin therapy was explained by changes in non HDLC (64%) than Apo B (54%) or 
LDLC (50%). 

Comment: This meta analysis extends our understanding of the predictive value of non HDLC 
and Apo B relative to LDLC. The non HDLC value is easily calculated by subtracting HDLC 
from the total cholesterol value. This is a measure of the total “ atherogenic” cholesterol fraction. 
The target non HDLC level to prevent CVD has been previously found to be 130mg/dl for 
primary prevention and 100mg/dl for secondary prevention. The advantage of using this 
parameter instead of LDLC, is that a fasting blood specimen is not required for its calculation. 

Ref:  Boekholdt. S.M. et al JAMA 2012 March 28; 307: 1302. 

4.13 What is the place of “silent” cerebral emboli in the progression of dementia?. 

Dementia is commonly due to either Alzheimer disease (AD) or vascular dementia (VD). 
Spontaneous cerebral emboli can be observed by Trans Cranial Doppler Ultra Sonography 
(TCDUS). The prevalence of these cerebral emboli were studied in 84 patients with AD and 60 
patients with VD by PCDUS every 6 months for 18 months and functional status, cognition and 
behavior tracked by standardized assessment tools over a 2 year period.  



Silent cerebral emboli were detected in 43% of AD and 45% of VD patients. Scores on every 
assessment scale showed greater deterioration in patients with emboli than in those without. The 
effect of emboli on progression of dementia was similar in both patients with AD and VD.  

Comment: This study suggests that silent cerebral emboli (asymptomatic) is a factor in the 
progression of both AD and VD. The Editorialist believes that the dichotomy between AD and 
VD has been overstated. The next step will be to figure out the source of these emboli and to 
determine whether therapies directed against atheromatous disease and thrombosis can slow the 
progression of AD. Unfortunately a recent study found statin therapy to be ineffective in this 
regard ( Neurology 2011; 77:556). 

Ref: Purandare N. et al Am.J.Psychiatry 2012 March 1st; 169:300. 
Doraiswamy P.M.  IBID : 251. 
 

4.14 A probable new drug for Alzheimer’s Disease (AD) – Bexarotene (B) ?. 

In AD, excess Beta amyloid in the brain is deposited in plaques that are associated with 
neurodegeneration and cognitive decline. However, no treatment or vaccines targeting Beta 
amyloid have been effective and safe. Apolipoprotein E (apo E) helps clear Beta amyloid from 
the brain. The production of apo E can be stimulated by B, which is a drug approved by the FDA 
to treat cutaneous T cell lymphoma.  

Now a multicenter team has used B to treat 3 different strains of mice that overproduce Beta 
amyloid and experience neurodegeneration and cognitive deficits. Oral administration of B 
increased expression of apo E in the brain and produced marked reductions in Beta amyloid both 
soluble and in plaques. Most important, treatment with B reversed cognitive deficits and loss of 
social skills by the mice. 

Comment: The brain pathology in mouse models of AD is not identical to that in humans with 
AD. Further mouse apo E is not identical to human apo E. However since B  has already been 
FDA approved at least on grounds of safety, what remains to be seen is whether it is efficacious 
in AD and clinical trials in humans are sure to be tried very soon. 

Ref:  Cramer P.E. et al Science 2012 March 23; 335: 1503. 
Strittmatter W.J.  IBID : 1447. 

 
4.15 A new drug for sedation in mechanically ventilated patients in ICU – 
Dexmedetomidine (DMDM)  “ Precedex”. 

Drugs commonly used for sedation in ICU include Benzodiazepines such as Midazolam (M) and 
Propofol (P). These are strongly associated with delirium. DMDM  is a selective Alpha 2 
antagonist used for sedation which reduces the duration of ventilation compared to other 
sedatives and also causes less delirium. 



500 patients in ICU were randomized to either DMDM or M or P in 2 parallel European 
multicentre RCTs. Patients who received DMDM were more alert and were extubated earlier 
than those who received M or P. Median duration of mechanical ventilation, including non 
invasive ventilation was similar with DMDM and P and was longer with M. ICU length of stay 
was similar in all groups. Discontinuation due to lack of efficacy was more with DMDM ( 9%  
vs 4% against M) and (14% vs 5% against P). Bradycardia and hypotension were also more 
common with DMDM.  

Comment: DMDM is a reasonable alternative to P and is probably better than continuous 
infusion of M for sedation in mechanically ventilated ICU patients. Physicians who are a part of 
the ICU team should be aware of these sedation techniques (often used by Anaesthesists and 
Intensivists) and their side effects in the management of their ICU patients. 

Ref:  Jakob S.M. et al JAMA 2012 March 21; 301: 1151. 

4.16 Antidepressants in dementia. 

Patients with dementia, even those who do not have major depression, often are treated with 
antidepressants because dementia can be mimicked by depression and demented patients may 
develop additional depression. Many of them remain on antidepressant drugs for long periods. Is 
this practice of proven efficacy?. 

128 patients (mean age 86) with dementia but without clinical depression who were treated with 
SSRIs, (most likely for problems with mood and behavior) were studied. Half the patients were 
randomly assigned to discontinue their SSRIs and half continued them.  

After 25 weeks, the discontinuation group had a significantly higher mean score on a depression 
scale and a trend for higher scores on a neuropsychiatric inventory. Depression scores worsened 
> 30% in significantly more SSRI discontinuers than continuers (54% vs 29%). More 
discontinuers dropped out because of enhanced neuropsychiatric symptoms (21% vs 6%). 

Comment: Although some patients in this study who discontinued their antidepressants became 
worse, many tolerated discontinuation well with no major clinical change. Patients with dementia 
on long term antidepressants should be re evaluated periodically. Discontinuation with careful 
monitoring will reveal that many but not all, will do well without these medications. 

Ref:  Bergh S. et al BMJ 2012 March 9th; 344: e 1566.  

4.17 A new treatment for Clostridium difficile colitis( CDC) -  stool transplantation (ST). 

Protracted CDC despite receiving oral antibiotic therapy often for months, is a challenge for all 
Physicians. There has been anecdotal evidence that faecal transplantation is remarkably effective 
in eradicating the disease.  

Stool donors who are usually close relatives donate stool which is free of CD. This is infused 
into the caecum via a colonoscope. The patient’s bowel preparation was with oral polyethylene 



glycol (PEG) solution. 70 adults, mean age 83, most of whom had received 6-12 courses of 
antibiotics were studied. 

3 months after the stool infusion, 66 of the 70 patients (94%) reported complete resolution of the 
symptoms. All 4 who did not respond had the virulent 027 strain of CD as well as serious 
medical illnesses. All died within 3 months of transplantation. In the year following 
transplantation, 4 additional patients relapsed, 2 were treated successfully with antibiotics and 2 
received another faecal transplant. No complications of transplantation were reported.  

Comment:  No other CD treatment achieves anything like the 94% eradication rate reported in 
this study, which is the largest series to date. Even relatively mild disease treated with 
antibiotics, as of now, does not give such superb results. This mode of treatment may become the 
gold standard for treatment of CDC. 

Ref:  Mattila E. et al Gastroenterology 2012 March; 142: 490. 

4.18 Vaccination for Herpes Zoster (HZ). 

HZ vaccine is now available and is offered for people older than 60 yrs because elderly people 
with HZ have more complications especially post hepatic neuralgia, which is often quite severe. 
Could the goal posts be shifted to those aged 50 – 59 ?. This age group contributes about 20% of 
HZ cases. A single subcutaneous vaccine of HZ or placebo was given into the deltoid area to 
participants who had a prior history of varicella. During an average follow up of 1.3 yrs after 
vaccination, confirmed HZ was significantly lower in the vaccine group vs placebo (2.0 vs 6.6 
cases / 1000 person years). Vaccine efficacy was 70%. However, injection site reactions 
occurred in 64%. 

Comment:  These findings suggest that HZ vaccine lowers incidence of HZ even in younger 
people aged 50 – 59 yrs.  

Ref:  Schmader K.E. et al Clin. Infect. Dis. 2012 April1; 54: 922. 
Li  H –T et al   IBID : 929. 
 

4.19 Are epidural injections of steroids or Etanercept (E) beneficial for Subacute Sciatic 
Radiculopathy (SSR)?. 

Reports of the efficacy of epidural steroid injections, the most common invasive intervention for 
SSR have been conflicting. 

84 subjects with MRI proven SSR were randomized to receive 2 epidural injections, two weeks 
apart, of Methyl Prednisolone 60mg, E 4mg or saline. E was studied because experimental 
evidence suggests that cytokine inhibitors can have favourable effects on injured nerve roots. All 
patients also received Bupivacaine. The primary outcome was leg pain, rated on a 0 – 10 point 
scale. 



At baseline, the mean level of leg pain was about 6.2. At one month, mean pain scores declined 
more in the steroid group than in the others, but comparisons did not reach statistical 
significance. At 3 months, about 50% had reduction in pain and no need for further intervention. 

Comment: Neither steroids or E proved superior to saline injections in the treatment of SSR. 
These findings support conservative management during the early stages of SSR. 

Ref:  Cohen S.P. et al Ann. Intern. Med 2012 Apr 17th; 156: 551. 

4.20 Infective Endocarditis (IE) involving Implantable Cardiac Devices (ICDs). 

ICD infection can manifest in various ways, including pocket site infection, bacteraemia, device 
related IE that involves leads, cardiac valves or both.  

2,760 cases of IE were collected. Of these 177 cases ( 6%) involved ICDs. 86% of these were 
associated with permanent pace makers. Staphylococcal species accounted for 67% of these 
cases. One year mortality was 15%.  Concomitant valve infection occurred in 37%. 

Comment: Prevention of cardiac device infections are very important. Complete device removal 
has been shown to lower mortality and should be performed in all cases where feasible. 

Ref:  Athan E et al JAMA 2012 Apr 25; 307: 1727. 
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