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2.1 Is tissue plasminogen activator (TPA) superior to Heparin (H) to prevent blockage and 
bacteraemia in patients in whom dialysis catheters are inserted for central venous access?. 
 
A regime of H 5,000 units/ml 3 times weekly was compared to TPA 1mg weekly when inserted to a 
catheter locking facility. The primary outcome was catheter malfunction and the secondary outcome was 
bacteraemia. The treatment period was 6 months. 

Catheter malfunction occurred in 35 % of H vs 20% of TPA patients. Catheter related bacteraemia 
occurred in 13.0% of H vs 4.5% of TPA patients. Both these differences were statistically significant. 
Adverse events including bleeding was similar in the 2 groups.  

Comment:  The use of TPA once weekly was superior to heparin 3 times weekly to prevent central venous 
catheter malfunction and bacteraemia. 

Ref: Pre CLOT study group N.E.J.Med 2011; 364: 303 – 12.   

         Dr.PLA. 

2.2 For uncontrolled asthma, which is better for school going children - Salmeterol added to 
Fluticasone inhalations or doubling the dose of Fluticasone?. 
 
Current guidelines recommend low dose inhaled steroids as first line therapy for all patients with persistent 
asthma. For children below 4 years – low and medium dose inhaled steroids are recommended. For 
children aged 5 – 11 years either higher inhaled steroid dose or addition of a long acting Beta agonist ( 
LABA) or Leukotriene Receptor Antagonist (LRA) are recommended. 

158 children aged 6 – 16 with uncontrolled asthma despite low dose inhaled steroids ( Fluticasone 100 mcg 
b.i.d) were randomized to doubled fluticasone or additional Salmiterol (50 mcg b.i.d).  They were followed 
up for 26 weeks. There were no between group differences in asthma free days, lung function, rescue 
medicine use, growth rate or exacerbations.  Numerical excessive but not statistically significant 
exacerbations were seen in the LABA group.  

Comment: Addition of Salmeterol to low dose inhaled steroids was not inferior but the trend toward 
exacerbations is troubling. School aged children have been found in a recent Cochrane review to have 
slightly better lung function and faster growth rates with the LABA regimen rather than with the  higher 
inhaled steroid regime  but a non significant trend was noted of a more than twofold risk of exacerbations 
for the LABA regime. To sum up these two studies, medium dose inhaled steroids might be the better step 
up option for uncontrolled childhood asthma, a with LABA reserved for persistent symptoms despite 
higher inhaled steroid doses.  

Ref: Vaessen – Verberne  A.A.P.H. et al AM.J.Respir. Crit. Care Med 2010Nov 15; 182: 1221. 

      Arnold D.H. and Hartert T.V. IBID : 1219. 
 
2.3 A new agent to help quit smokeless tobacco – Varenicline (V). 
 
V a partial agonist of the nicotinic acetylcholine receptor, has been shown to be effective in helping 
smokers to quit. How about smokeless tobacco?. 
 
431 participants (mean age 44, men 89%) with an average use of smokeless tobacco 16 times a day for an 
average duration of 20 years were included at baseline. They received V or placebo for 12 weeks. At 12 
weeks, the abstinence rate (confirmed by weekly measurement of salivary cotinine levels) was 
significantly higher in the V group than in the placebo Gp (59% vs 39%). This equates to a number needed 



to treat (NNT) of 5. At 26 weeks, the abstinence rate was 45% vs 34% for an NNT of 9. The commonest 
side effect of V was nausea. 

Comment: V is significantly more effective than placebo in helping smokeless tobacco users to quit. 

Ref:  Fagerstrom K. et al BMJ 2010 Dec 6; 341: c6549.              

2.4 Do vitamin B and Omega 3 fatty acids (O3FA) prevent cardiovascular disease?. 
 
Vit. B supplementation lowers serum homocysteine levels but has failed to prevent CV events. O3FAs 
have given conflicting results regarding prevention of CV events. 
 
2,501 patients with MI, unstable angina or stroke within the past 12 months were randomized to receive 
Vit B, O3FAs (EPA + DHA 600mg), both or neither.  

and followed up for a median 4.7 years.  Vit B therapy had no effect on a composite outcome of major CV 
events nor adverse coronary events, cerebrovascular events or revascularization individually. O3FAs also 
had no effect on major CV events together or individually. 

Comment: The results of this trial indicate that dietary supplements with Vit B  or O3FAs does not 
prevent major CV events in patients with previous CVD. 

Ref:  Galan P et al BMJ 2010 Nov 29; 341: c 6273. 

2.5 Screening of TB contacts. 

Close contacts of smear positive pulmonary TB usually undergo a tuberculin skin test ( Mantoux) and a 
chest X’ray to detect latent TB. However, the mantoux test has poor sensitivity and specificity. A new test 
for latent TB is the QuantiFERON – TB – Gold in – tube assay which detects the release of Gamma 
interferon by viable bacilli.  

In a follow up of 903 contacts of sputum positive pulmonary TB patients  for 3 years, 19 developed active 
TB. The positive predictive value of the tuberculin skin test was 3% and the negative predictive value was 
99%. In comparison, Interferon gamma release assay had a positive predictive value of 13% and a negative 
predictive value of 100%. 

Comment: The performance of both tests are mediocre but the interferon gamma assay test appears better 
to detect latent TB. It also can distinguish exposure to non tuberculous mycobacteria and exclude post 
BCG vaccination effect. This is a serum test depending on a blood sample while the mantoux test is an 
intradermal test requiring a second visit after 72 hours for its reading. 

Ref:  Diel R et al J.Respir. Crit. Care Med 2011 Jan 1 ; 183: 88. 

Lange C and Rieder H.L.    IBID: 3. 

2.6 What are the advantages of adult male circumcision? 
 
Circumcised men have the following advantages. 

1. Decreased incidence of HIV. 

2. Decreased high risk Human Papilloma Virus. 

Female partners of circumcised men have the following advantages. 

1. Decreased genital ulcer disease. 



2. Decreased vaginal Trichomonas infection. 
3. Decreased bacterial vaginosis. 
4. Lower risk of cervical neoplasia. 
5. Higher clearance rate of high risk Human Papilloma Virus (HPV) genotypes.   

  
Ref: Wawer M.J. et al Lancet 2011 Jan 15; 377: 209. 
 
2.7 Drug induced eosinophilia – some aspects. 
 
They may present with acute skin eruption, lymphadenopathy, fever, eosinophila, thrombocytopaenia, 
lymphopaenia or lymphocytosis. Involvement of the liver, kidney or lung is not unusual. The common 
drugs responsible are, Allopurinol, Phenytoin, Dapsone, Carbamazepine, Cotrim, Penicillin and NSAIDs. 
They may present on an average 3 weeks after starting their culprit drugs.Genetic predispositions may 
affect incidence. 
 
Ref:  Chen Y – C et al Arch. Dermatol 2010 Dec; 146: 1373. 

2.8 Drug induced acute liver failure – some aspects. 
 

Drugs constitute more than 10% of cases of acute liver failure ( paracetamol excluded). They are 
commoner in women and usually are of a hepatocellular type. Cholestatic patterns are not unusual. Median 
duration of drug exposure is about 2 months. The commonest cause is paracetamol overdose. Other 
commonly implicated drugs are Isoniazid alone or in combination with other anti TB drugs, 
Sulphonylureas and Sulphonamides, Nitrofurantoin, Phenytoin, NSAIDs, statins, propylthiouracil and 
complementary or alternative medications or illicit drugs. Only 27% recovered spontaneously.  The 
balance have a stormy illness even  requiring liver transplantations. 
 
Ref:  Reuban A. et al  Hepatology 2010 Dec.; 52: 2065. 

2.9 Can statins be used to control dyslipidaemia in patients with non alcoholic fatty liver disease 
(NAFLD) with mildly elevated transaminases ?. 
 
Small studies have suggested that statins lower transaminase levels and improve liver histology in patients 
with  NAFLD, but many clinicians are reluctant to start or continue statins in such patients. One recent 
study has examined the effects of statins in patients with NAFLD who were enrolled in trials with 
cardiovascular primary end points. 

In a Greek study, 1,600 patients with IHD and dyslipidaemia were randomized to receive structured care 
which included Atorvastatin titrated to achieve an LDLC level < 100mg/dl or usual care for an average 3 
years. 25% of them had elevated transaminases ( < 3 times the upper limit of normal at base line with Ultra 
sound findings suggestive of NAFLD andd no other apparent cause of transaminitis. In this sub group, 
mean transaminase levels declined significantly in the statin group and rose significantly in the usual care 
group. Those assigned to statins with NAFLD had a 68% lower risk for CV events, while patients in the 
whole group given statins had a  lower  risk of CV events by 39%. Less than 1% of the statin cohort had 
hepatotoxicity related to treatment. 

Comment: Patients with NAFLD had mildly elevated transaminase levels treated with statins had a 
marked cardiovascular benefit which outweighs any risk for hepatotoxicity. In patients with known 
coronary heart disease and NAFLD with elevated liver enzymes, the benefit of statins in preventing CVD 
was even greater than those with prior CHD without NAFLD.  

Ref:  Athyros V.G. et al Lancet 2010 Dec 4; 376: 1916. 

2.10 Are ProtonPumpInhibitors (PPIs) safe during early pregnancy?. 



3% of women use PPIs for gastroesophageal reflux before or during pregnancy. A small meta analysis 
suggested that antenatal PPI use does not raise risk for congenital malformation in offspring ( 
Am.J.Gastroenterol 2009; 104: 1541). Now, Danish Investigaters have linked PPI prescription fill rates 
with 840,968 live births and with records of major congenital malformations from 1996 through 2008. 

Risk for major birth defects did not differ significantly for infants who were exposed to PPIs during the 
first trimester vs those who were not exposed. However, women who filled PPI prescriptions within 4 
weeks of conceiving had significantly higher risk for offspring with major birth defects (3.9% vs 2.6%). In 
subanalysis of individual PPIs only antepartum   Lansoprazole use was associated with excess risk for 
birth defects, whereas Omeprazole showed no significant association at any exposure time. 

Comment: Women of reproductive age who require PPI treatment might consider choosing Omeprazole, 
as this agent does not raise the risk for congenital malformations when ingested before or during 
pregnancy. 

 
Ref:   Pasternak B and Hviid A. N.E.J.Med 2010 Nov 25; 363: 2114. 

        Mitchell A.A.    IBID : 2161. 
 

2.11 A new treatment for Clostridium.difficile (Cd) infection – Fidaxomicin (F). 

Cd infection is common especially after use of multiple antibiotics. Usual treatment is with Metronidazole 
or Vancomycin. F is a macrocyclic antibiotic that has no cross resistance with other antibiotics and is more 
active than Vancomycin against Cd isolates.  

629 adults with Cd isolates received oral F or Vancomycin for 10 days. The rate of clinical cure (resolution 
of diarrhea, no need for additional Cd infection therapy as of post treatment day 2) with F was non inferior 
to that with Vancomycin (88% vs 86%) resp. The rate of Cd infection recurrence during the 4 week period 
after treatment was significantly lower with F than with Vancomycin (15% vs 25%). F however did not 
lower the recurrence rate in patients who were infected with the hypervirulent NAP1/ B1/027 strains. The 
rate of adverse events were similar between treatment arms. 

Comment: F appears to be an important advance in the management of Cd infection. Its efficacy for 
clinical cure appears to be similar that of the well established Vancomycin. However, its efficacy in 
preventing recurrence in non hypervirulent strains of Cd appears to be superior to Vancomycin. 

Ref:  Louie T.J. et al  N.E.J.Med 2011 Feb 3 ; 364: 422. 
         Du Pont H.L.      IBID : 473. 
 

2.12 Can Herpes Zoster (HZ) patients suffer further attacks?. 

Conventional practice holds that recurrent HZ is exceedingly rare among immunocompetent people. Is this 
belief valid?. The MAYO clinic followed 1,669 patients who had developed HZ from 1996 through 2001. 
They report the incidence of HZ recurrence in this population over 8 years of follow up. 95 patients had 
recurrence (6%) out of which 87 had one recurrence and  8 had more than one recurrence.  

Comment:  This study suggest that immunocompetent people with histories of HZ remain susceptible  to 
recurrent episodes. This rate is similar to the background incidence for a first episode in the general 
population.  Thus, recommendation to offer HZ vaccine even to people with histories of HZ are reasonable. 

Ref: Yawn B.P. et al MAYO Clin. Proc. 2011 Feb; 86: 88. 

2.13 Zolpidem – side effects.   



Zolpidem is a commonly prescribed hypnotic drug. The usual dose for the elderly is 5mg. It can cause 
impaired balance and cognition if sleep is interrupted after its intake. The effect on balance is particularly 
striking among older people. The potential peril of falls in the elderly after losing balance should be 
remembered in the prevention of fracture, especially those with osteoporosis.  

Ref: Frey D.J. et al J.Am.Geriatr. Soc 2011 Jan; 59: 73. 

2.14 Is the effect of statins in the prevention of vascular events dependent on CRP levels?. 

In the 2008  JUPITER trials, healthy adults with LDLC levels < 130mg/dl and C reactive protein (CRP) 
levels >2mg/l , who received Rosuvastatin (20mg daily) for 2 years experienced fewer CV end points vs 
placebo ( N.E.J.Med 2008; 359: 2195). JUPITER suggested that statins had particular benefits in patients 
with high baseline CRP levels (whose risk was otherwise low), perhaps through an anti inflammatory 
effect. 

In the Industry supported Heart Protection Study (HPS), more than 20,000 U.K. adults at high risk for 
vascular events received Simvastatin 40mg  or placebo daily for a mean 5 years. Overall, patients who 
received Simvastatin had 24% fewer first vascular events than those who received placebo. 

LDLC and CRP levels were available for 2,727 patients.  When these patients were stratified into 6 groups 
according to baseline CRP levels ( from <1.25 to > 8.0mg/l) , vascular risk was significantly lower for 
Simvastatin  recipients in all groups with no relation to CRP levels. Similarly, Simvastatin recipients with 
low CRP and low LDLC had proportional reductions in vascular risk that were similar to those with high 
CRP + high LDLC levels. 

Comment: These results suggest that statins produce similar proportional reductions in vascular events 
regardless of baseline LDLC and CRP levels.  

Ref: HPS Collaborative Group Lancet 2011 Feb 5; 377: 469. 

2.15 What is the value of Trans Thoracic Echoardiography (TTE) and Abdominal Ultra Sound Scan 
(AUSS) in trauma patients?.   

These two investigations are now done by a focused assessment method. The abdominal scan reveals intra 
abdominal haemorrhage and determines the need for surgical intervention. The focus TTE assesses fluid 
volumes and cardiac function such as valvular and ventricular function, pericardial effusion and inferior 
vena cava diameter and collapsibility. The IVC diameter and collapsibility determines the volume status 
and the type of shock. These findings determine the fluid status and need for inotropes and vasopressors in 
trauma patients. 

Comment:  These are non invasive investigations and now readily available in Emergency Departments 
and ICU s, unlike Transoesophageal Echocardiography and Pulmonary artery catheterization. 

Ref: Ferrada p. et al J.Trauma 2011 Jan ; 70 : 56. 
 

2.16 A new method for diagnosing Prion Protein Neurological Disease (PPND) – Spinal fluid Prion 
Protein. 

When PPND such as Creutzfeldt – Jakob disease (CJD) is suspected, the only definitive diagnostic test is 
brain biopsy. This procedure can cause complications for the patient and risk for the medical team that 
handles the biopsy tissue.  



A Japanese team have developed a spinal fluid test which detects very small amounts of human prion 
protein. The test is 83% sensitive and 100% specific ( no false positives).  

Comment:  Two tests are now available in the spinal fluid which are quite accurate in identifying patients 
with CJD. This test which measures PrPSc and the second test which measures the 14 – 3 – 3 protein. 
These new tests take us a step forward in the diagnosis of PPND. 

Ref:  J. Neurol .Neurosurg. Psychiatry 2010; 81: 1243. 

        Atarashi R. et al Nat. Med. 2011 Feb; 17: 175.   

2.17 Pancreatitis due to elevated Triglycerides (TG). 

A serum TG level exceeding 500mg/dl is a risk factor for pancreatitis. However this is a rare cause of 
pancreatitis. This pancreatitis often occurs in poorly controlled or untreated diabetes – both Type 1 and 
Type 2. This type of pancreatitis is best treated with insulin infusions and / or Heparin and apharesis, to 
remove triglycerides. Both iv insulin and Heparin enhance lipoprotein lipase activity which rapidly 
metabolizes the triglycerides. Subcutaneous insulin and heparin can also reduce TG levels. 

Ref:   Syed T.H. et al Abstract 9th Ann. World Congress on Insulin resistance, diabetes and CV disease. 
Endocr. Pract Nov/Dec 2011; 17: 40A. 

2.18 Response of acute ischaemic stroke to iv thrombolysis -  is it related to insulin resistance?. 
 
Insulin resistance may not only increase stroke risk but could also contribute to aggravate stroke prognosis. 
Insulin resistance may lead to a prothrombotic and proinflammatory state leading to derangement in 
endogenous fibrinolysis and increased platelet activation. This may also lead to a higher incidence of 
recurrent stroke. Whether insulin resistance and its related metabolic disturbances may also have an impact 
on the prognosis of acute ischaemic stroke once it has occurred, and on the response to iv thrombolysis, 
remains largely unknown. This relationship was studied in a prospective, observational, longitudinal study 
in consecutive acute ischaemic stroke patients presenting with middle cerebral artery (MCA) occulusion, 
who received iv thrombolysis. Patients with random blood sugar exceeding 155mg/dl receiving insulin 
were excluded. Poor long term outcome was assessed by a modified Rankin scale score > 3 at day 90, and 
was considered the primary out come. Transcranial duplex scan assessed the resistance to MCA 
recanalization and symptomatic haemorrhagic transformation - were considered secondary end points. 

109 thrombolysed MCA ischaemic stroke patients mean age 71  were included in the study. The HOMA – 
IR was assessed in each patient and found to be higher in those with poor outcome. The probability of 
good outcome decreased gradually with increasing HOMA – IR tertiles. The HOMA – IR in the upper 
tertile was independently associated with poor outcome when compared with the lower tertile ( OR 8.5) 
and was associated with more persistant MCA occlusions (OR 8.2).  

Conclusions:  High insulin resistance may be associated with more persistent arterial occlusions and worse 
long term outcome after acute ischaemic stroke thrombolysis. 

Ref: Calleja A.I. et al Diabetes Care 2011 Nov; 34: 2413 – 2417. 

2.19 Bleeding GI vascular malformations – A new treatment – Thalidomide. 
 
Bleeding from GI vascular malformations (GIVM) is notoriously refractory to treatment. In several case 
series, Thalidomide has shown promise, presumably because it inhibits vascular endothelial growth factor 
(VEGF). Now a randomized trial has been conducted in China, where 56 patients with GIVM, where 



Thalidomide was compared to iron supplements for 4 months, and then were followed up for a further 
year. All patients had experienced several episodes of bleeding and hospitalization during the previous year 
prior to enrollment. The Hb level at enrollment was 6.2g/dl. 
During the follow up year, the proportion of patients with > 50% reduction in bleeding episodes 
(determined by frequent occult blood testing ) was markedly higher in the Thalidomide group (71% vs 4 
%). Every secondary end point (transfusion requirements, Hb level, hospitalizations) also strongly and 
significantly favoured the Thalidomide group. Side effects such as fatigue, constipation and dizziness were 
more common in the Thalidomide group. No severe adverse events were reported. 
 
Comment: Thalidomide can cause serious adverse effects including birth defects, venous thrombosis and 
peripheral neuropathy. It is still not FDA approved for treatment of GIVM. Nevertheless, the efficacy of 
Thalidomide was impressive in this study, and it might have a role in consistently symptomatic patients for 
whom other interventions have failed. 

Ref:  Ge Z.Z. et al Gastroenterology 2011 Nov; 141: 1629. 

2.20  A new treatment for obstructive sleep apnoea (OSA) – compression stockings during day time. 
 
Recent studies have shown that overnight mobilization of fluid from the legs to the central circulation (also 
known as “ nocturnal rostral fluid shift” ) can result in increased neck circumference and increased airway 
collapsibility. Could this phenomenon contribute to OSA?.  

Researchers in Paris conducted a randomized cross over trial involving 12 non obese adults with OSA and 
chronic venous insufficiency. Each person wore compression stockings during waking hours for 1 week 
and no compression stockings for 1 week. The hypothesis was  that wearing compression stockings would 
prevent fluid accumulation in the legs during the day, resulting in less displacement of fluid into the neck 
while the patient was recumbent overnight.  

The mean number of apnoea + hypopnoeas during 1 week was significantly lower after the compression 
stocking interventions than after the control period (31 vs 48). As predicted the mean overnight reduction 
in leg fluid volume and the mean overnight increase in neck circumference were significantly greater 
during the control period than during the compression stocking period.  

Comment: In this small but provocative study, compression stockings reduced fluid accumulation in the 
legs during the day resulting in less redistribution of fluid into the neck at night and improvement in OSA.  
If these findings can be corroborated in patients with OSA with leg oedema or with or without venous 
insufficiency, then, it may be concluded that daytime compression stockings is a new adjunctive treatment 
for OSA. 

Ref: Redolfi S. et al Am. J. Respir. Crit. Care Med 2011 Nov 1; 184: 1062. 
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