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1.1 In the treatment of breast cancer, should aromatase inhibitor therapy be extended beyond 5 years?.
In an earlier trial, administration of the aromatase inhibitor Letrozole for 5 years – after about 5 years of ad-
juvant Tamoxifen therapy – significantly improved disease free survival compared to placebo in post-meno-
pausal women with early breast cancer (NEJM 2003; 349:1793).

To determine whether extending the duration of Letrozole therapy for an additional 5 years – would lower 
risk of recurrence, these investigators conducted a RDB trial involving 1,918 post menopausal women with 
hormone receptor positive early stage disease who had already received about 5 years of adjuvant aromatase 
inhibitor therapy, preceded by Tamoxifen. Disease patients were randomized to a further 5 years of Letrozole 
or placebo.

At a median follow up of 6.3 years, the following outcomes were noted for Letrozole vs placebo.

1. Recurrent primary cancer or new contralateral breast cancer – 7.0% vs 10.2%.

2. Distant recurrence – 4.4% vs 5.5%. 

3. Contralateral breast cancer - 1.4% vs 3.2%.

4. 5 year disease free survival – 95% vs 91% (P = 0.01) – significant.

5. Overall 5 year survival – 93% vs 94% (P=0.83) – not significant.

Comment: Extended treatment beyond 5 years with Letrozole has advantages in post- menopausal 
women with breast cancer – provided they are disease free at end of 5 years of aromatase inhibitor 
treatment.

Ref: Goss P.E. et al NEJ Med 2016 June 5; e pub. 

1.2 Does the gut microbiome play an important role in allergies and autoimmune diseases?.

Some autoimmune diseases like Type 1 diabetes occur more commonly in certain countries although 
nearby countries have very limited incidence. For example, Finland, North West Russia and Estonia 
are contiguous but the incidence of Type 1 DM is 5 fold higher in Finland than the other two countries. 
Similarly the incidence of allergies is also 2 to 6 fold higher in Finland. This suggests that environmen-
tal factors may not be the cause.  Certain HLA types are also known to confer a higher risk for allergy 
and autoimmunity. 

Comparison of the gut microbiomes in infants from these three countries revealed that Bacteriodes 
were the predominant microbials in Finland and Estonia whereas Bifidobacterium genus was more 
prevalent in the Russian children. Finish and Estonian infants also developed insulin autoantibodies 
earlier in life. It is known that in mice, the lipopolysaccharides from the Bacteroides species depresses 
immune response and suppresses development of tolerance to self antigens, thus promoting autoim-
munity.

Comment: An infant’s gut microbiome is strongly influenced by the mother’s gut microbiome during 
a vaginal delivery. The mother’s microbiome is influenced by diet and other life style factors which 
may be related to economic development and standard of living. If the theory that the gut microbiome 
in a child may determine its future tendency to develop allergic or autoimmune disease is true – then, 
characterization and probiotic alteration of the infant gut microbiome might limit risks for autoimmune 
disease and allergies in genetically vulnerable babies.

Ref:  Vatanen T et al Cell.2016 May 5th; 165:842.  
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1.3 Is it worth using statins for patients with coronary disease who are more than 80 years old?.

1,262 older patients, age >80yrs who were discharged alive after hospitalization for acute MI, unstable an-
gina or chronic coronary artery disease - were studied retrospectively. 72% were discharged on statins and 
28% were not. After adjustment for baseline differences, there was a small but statistically non significant 
mortality benefit for statin users, during a median follow up of 3 years (hazard ratio 0.90). 

Comment: In the absence of randomized secondary prevention trials of patients above 80, observational 
data such as above, clinical intuition and patient preferences will have to guide decision making.

Ref: Rothschild D.P. et al J.Am.Geriatr.Soc 2016 July; 64” 1475.

1.4 Is open heart surgery for aortic valvar stenosis out dated?.

Transcatheter treatment (TCT) of patients over the age of 70 with severe aortic stenosis are being increas-
ingly performed nowadays. How does TCT valve replacement with a valve prosthesis compare with open 
surgical valve replacement?. A randomized trial of 280 patients was undertaken. 

The primary outcome of death, stroke or MI at 1 year was similar in the 2 groups. Incidence of other com-
plications such as bleeding, shock, acute kidney injury and hospital length of stay favoured TCT. However, 
permanent pacemakers were required more often with TCT (38% vs 2%), but TCT had a lower rate of new or 
worsening atrial fibrillation. Moderate or severe regurgitation at 1 year with TCT was higher (16% vs 1%). 

Comment: The outcomes of this randomized trial favours TCT more than surgical valve replacement, with 
the exception of the need for pace makers and the incidence of paravalvular  regurgitation. If advances in 
valve manufacture occur, then lower rates of paravalvular leak and pace maker requirements may be seen. 
The possibility that TCT will replace open surgery in the not too distant future is predictable.

Ref: Thyregod H.G. et al J.Am.Coll.Cardiol. 2015 May 26th; 65:2184.

         Tuzcu E.M. et al   IBID : 2195.

1.5 In Gall stone pancreatitis, is it possible to predict the presence of common bile duct (CBD) stones ?.

In gall stone pancreatitis, presence or absence of retained CBD stones affects clinical management strategy. 
In 2009, 5 variables were found to predict CBD stones.
1. Duct size >9mm.
2. Gamma GT > 350 u/l.
3. ALKP > 250u/l.
4. Total bilirubin > 3mg/dl.

5. Direct bilirubin > 2mg/dl.

Now, researchers applied these criteria to 84 consecutive patients with gall stone pancreatitis without chol-
angitis. 16 patients were found to have CBD stones.  Their findings for CBD stones were as follows:

1. None of the 5 criteria – nil.
2. 1 – 2 criteria – 18%.
3. 3-4 criteria  - 55%.

4. All 5 criteria  -  100%.

Comment: In this single center study having either 0 or 5 criteria predicted perfectly the absence or presence 
of CBD stones. Patients with 0 criteria need not undergo intra operative cholangiography and Cholecystecto-
my could be proceeded forthwith. Patients with 1-2 criteria should undergo intraoperative cholangiography 
before cholecystectomy. Patients with 3-4 criteria should undergo magnetic resonance cholangiopancreatog-
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raphy  (MRCP) to select those who require ERCP.

Ref: Sherman J.L et al Surgery 2015 June; 157:1073.

1.6 A new treatment for epilepsy -  Stiripentol.

About 1/3rd of patients with epilepsy fail to respond optimally to currently available anti epileptic drugs. In 
such patients, a diet rich in ketones rather than glucose has been found to suppress hyperexcitability in neu-
rones and thereby control seizures. Recent evidence suggest that the astrocytes (the immune system cells of 
the CNS) are the agents responsible for the neurones to become hyper excitable.

A research team showed that lactic dehydrogenase (LDH) in astrocytes and neurones is important in gener-
ating seizures. The LDH generates lactate in astrocytes which then travels to adjacent neurones and serves as 
fuel to make the neurones hyperexcitable. Blocking LDH with an inhibitor Stiripentol reduced lactate produc-
tion, made neurone less excitable and suppressed seizure activity dramatically in mouse models. Stiripentol 
is now available for human use in Europe and its antilactate properties might explain its efficacy in humans.

Ref: Sada N. et al Science 2015 March 20; 347: 1362.

         Scharfman H.E.   IBID : 1312.        

1.7 Is Aspirin useful for prevention of colorectal cancer (CRC)?.

The American Society of Clinical Oncology 2013 guidelines recommend regular aspirin use to lower the 
incidence of CRC. However, they note that “there remains uncertainty regarding regular use of aspirin for 
secondary prevention of CRC (use after CRC is diagnosed). Primary prevention is helpful for those who have 
a propensity for CRC, such as in polyposis coli. What about secondary prevention in 2016?

A Norwegian study analysed the outcomes of 23,162 patients who had a diagnosis of CRC between 2004 and 
2011. 26% took aspirin (75 – 160mg daily) regularly after the diagnosis of CRC, presumably for CV and not 
cancer prevention. Median follow up was 3 years. The overall and CRC specific mortality was 34% and 19% 
for aspirin users vs 42% and 32% in the non aspirin group. After analysis for other demographic factors, it was 
found that the CRC specific mortality reduced by 15% in the aspirin group (P = <0.001) which was significant. 
The overall mortality however was reduced only 5% (P = 0.08) in the aspirin group which was not significant. 
In subgroup analysis, improved CRC specific survival was noted in patients who used aspirin both before and 
after their CRC diagnosis.  

Comment: Patients who were taking aspirin before the diagnosis of CRC should continue aspirin even after 
treatment of CRC to prevent CRC specific mortality. The regular use of aspirin for CRC prevention for the 1st 
time after diagnosis cannot be recommended.

Ref: Bains S.J. et al J.Clin.Oncol.2016 July 20; 34: 2501. 

1.8 Should Patients with Ankylosing Spondylitis (AS) be on continuous NSAIDs?.

Some evidence suggest that NSAIDs inhibit ossification in patients with AS. To determine whether continu-
ous NSAID therapy slows down radiographic progression in AS – German researchers randomized  161 AS 
patients (mean age 43, 71% men) who receive either continuous Diclofenac ( 75 – 150mg daily) or Diclofenac 
“ as needed” for 2 years.  Spinal X’rays  were performed at the start and at the end of 2 years. Patients in the 
“as needed “group took about 60% as much Diclofenac as the continuously treated patients. At 2 years – spinal 
radiographic progression showed no significant differences between the groups.

Comment: Continuous NSAID treatment with Diclofenac was not a disease modifier in AS patients. In one 
previous study of AS patients – continuous Celecoxib was associated with less spinal radiographic progres-
sion than “as needed “Celecoxib (Arthritis Rheum 2005; 52:1756). Whether the different outcomes are related 
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to the greater COX – 2 selectivity of Celecoxib or some other factor is unclear. Until larger studies are done, 
continuous NSAIDs – preferably Celecoxib might be given to alleviate symptoms, but not necessarily to 
prevent disease progression in AS.

Ref: Sieper J. et al Ann.Rheum.Dis. 2016 Aug; 75:1438.

1.9 Hydradenitis Suppurativa (HS) – medical and surgical options.

Moderate quality evidence from small Phase 2 trials supports the effectiveness of two TNF inhibitors – 
Adalimumab and Infliximab. Evidence is inadequate to draw conclusions with confidence about common 
therapies which are used such as systemic and local antibiotics.

Now, results of 2 Industry sponsored, Phase 3 randomized trials of Adalimumab have been published. More 
than 600 patients with moderate to severe HS received Adalimumab or placebo weekly for 12 weeks. In 
both trials, the primary end point ( >50% reduction in a total abscess and inflammatory nodule count) was 
achieved in 42%  of Adalimumab patients vs  26% of placebo recipients in the 1st trial and 59% vs 28 % in 
the other resp. Very few serious adverse events occurred.

Surgery is another option for advanced disease. 69% underwent full excision while 29% underwent unroof-
ing of the affected area. The complication rate was only 2.5%. The recurrence rate at the surgical site at 2 
years was 24%.

Comment: Mild to moderate HS can be treated with local and systemic antibiotics. More severe disease 
may be treated by TNF inhibitors such as Adalimumab or Infliximab if affordable. A good response was 
only attained in 25%.  The surgical option is a viable alternative for severe disease if TNF inhibitors are not 
available or unaffordable and may be used in 3rd world countries with satisfactory outcomes.

Ref: Ingram J.R. et al Br.J.Dermatol 2016 May; 174: 970.

        Kimball A.B. et al NEJMed 2016 Aug 04; 375: 422.

        Kohorst J.J. et al Dermatol .Surg. 2016 June 21; e pub.    

1.10 Anaphylaxis – some aspects.

Anaphylaxis may be immediate (within 1 hour) or delayed ( 1-3 hours). The immediate type is usually IgE 
mediated and is commonly seen with Penicillin. Drugs are a common cause of anaphylaxis.

In a study of 115 patients with anaphylaxis the following drugs were incriminated in descending frequency.

NSAIDs – 50%.

Latex - 12%.

Antibiotics – 4%.

Neuromuscular blockers, radio contrast agents and Midozolam – 3% .

Usually NSAIDs exhibited a delayed reaction with urticaria, angio oedema or bronchospasm. Reaction to 
antibiotics, hypnotics, neuromuscular blockers were mostly IgE mediated, came on early, were more severe 
and may involve cardiogenic shock. 

Epinephrine ( Adrenaline) is always the first line treatment for anaphylaxis.

Ref:  Aun .M.V. et al J. Allergy Clin. Immunol. Pract. 2014 July/August; 2:414.

1.11 Should patients with knee osteoarthritis (OA) continue to walk daily?.

Very often patients with knee OA are given analgesics and advised against regular weight bearing exercises 
such as daily walking. Is this beneficial?. 

1,788  older US adults ( mean age 67; 60% women; mean BMI 30.7) with  or at high risk for knee OA were 
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assessed for effects of daily walking. During a 2 year follow up, patients who walked more than 5,000 steps 
daily had half the risk for functional limitations compared with those who walked less than 5,000 steps daily. 
Walking more than 6,000 steps daily was the best to preserve function.

Comment: Exercises to strengthen and preserve the quadriceps muscles is the most important procedure to 
preserve function.

Ref:  White D.K. et al Arthritis Care Res.2014 Sept; 66: 1328.

1.12 Snippets:

A. Influenza vaccination during pregnancy.

2,116 HIV negative and 194 HIV positive pregnant women – 20 – 36 weeks gestation – received im inac-
tivated trivalent influenza vaccine or placebo. In a follow up of 24 weeks, among HIV negative women, 
those who received influenza vaccine were less likely to develop influenza and so did their infants. Among 
HIV positive women, influenza vaccine benefitted the mothers but not the infants.

Comment: Pregnant women who are either HIV negative or positive benefit from influenza vaccination. 
However, only the infants of HIV negative mothers benefit from the vaccine.

Ref:  Madhi S.A. et al NEJ Med 2014 Sept 4; 371: 918.

B. Does fibre supplementation improve irritable bowel syndrome (IBS)?.

A meta analysis of 14 randomized trials and 906 patients was undertaken. The agents used to supplement 
fibre were either Bran or Psyllium. The latter was a soluble fibre.

Psyllium was associated with statistically significant improvements in symptoms and no evident harms. 7 
patients had to be treated to benefit one patient. For bran however, the benefit did not reach statistical sig-
nificance.

Comment:  Soluble fibre as in Psyllium was effective in IBS but the number needed to treat was 7 suggest-
ing that only a minority will benefit substantially.

Ref:  Moayyedi P. et al Am.J.Gastroenterol. 2014 Sept; 109: 1367.

C. Pulmonary hypertension (PH) in the elderly.

246 0lder patients age >65 were evaluated for PH. 78% were women. Left sided heart disease was the most 
common cause for PH (28%), with most patients having preserved systolic function. Pulmonary arterial 
hypertension was found only in 14% and 75% of these were associated with connective tissue disease. 17% 
had multiple  aetiologies.

Ref: Pugh M.E. et al Chest.2014 July; 146: 159.        

1.13 Levothyroxine (LT4) absorption while on proton pump inhibitors (PPIs).

Gastric acidity enhances the dissolution of thyroxine tablets which are then absorbed via the sphlanchnic 
circulation. Since PPIs suppress gastric acid secretion, they are expected to inhibit absorption of LT4 deliv-
ered as a tablet. This however does not apply to  LT4  if delivered as a liquid because the presence of acid 
is not necessary for absorption.

24 patients who took both LT4 tablets and PPIs daily were found to have a TSH mean level of 4.1mu/l. All 
patients were then switched from LT4 in tablet form to the same dose in an oral solution, while PPIs were 
continued. TSH was measured 8 weeks later. The mean TSH fell markedly to 0.9 mu/l.

Comment:  Patients with dyspepsia and hypothyroidism may require to have both PPIs and LT4. Dimin-
ished absorption of LT4 will require higher doses of LT4 to suppress TSH into the desired range.  LT4 in 
solution (available in some countries) will necessitate lower doses of LT4 to suppress TSH to the normal 
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range. Perhaps crushing tablets into a powder and taking it with water might accomplish the same thing but 
this approach has not been studied in patients taking acid suppression medication.

Ref: Vita R. et al JCEM 2014 Dec; 99: 4481.

1.14 Do proton pump inhibitors (PPIs) lead to increased incidence of pneumonia when given to stroke 
patients?.

Some Physicians routinely give PPIs for prophylaxis against acid reflux leading to bronchospasm ( Mendel-
son’s syndrome). In a study of 1,676 patients admitted with stroke to a Boston Teaching Hospital over a 10 
year period, 80% received PPIs or H1 receptor blockers. The incidence of hospital acquired pneumonia was 
17%. In multivariate analyses with adjustment for 30 potential confounders, PPI use was associated with 
significantly higher risk for pneumonia (odds ratio 2.7) while those on H1 receptor blockers had an odds 
ratio 1.6 compared to those who were on neither group of drugs. 

Comment: PPIs predispose to Clostridium difficile infection. Pneumonia appears to be another complica-
tion which may arise with its use. Other conditions affected by PPIS include iron, calcium and thyroxine 
absorption and increased incidence of spontaneous bacterial peritonitis in patients with cirrhosis. PPI should 
not be prescribed routinely for stroke patients, in the absence of an evidence based indication.

Ref: Herzic S.J. et al Ann. Neurol. 2014 Nov; 76: 712.

1.15 Is the diagnosis of “non obstructive coronary artery disease” linked to adverse outcomes?.

The angiographic extent of coronary artery disease is characterised as 

a) No apparent CAD (no stenosis > 20%).

b) Non obstructive CAD (stenosis >20% but <70%).

c) Obstructive CAD (any stenosis >70% or left main stenosis >50%).

The prevalence in 38,000 patients undergoing elective coronary angiography in the Veteran Affairs Health 
system was 22% , 22% and 55% resp of these angiographic types.  After risk adjustment for covariates, no 
association was found between MI or death and 1 vessel non obstructive CAD. However, Mi or death was 
associated significantly with 2 or 3 vessel non obstructive CAD and with 1, 2 and 3 vessel or left main 
obstructive CAD.

Comment: These findings confirm the association between increasing CAD burden and progressive risk for 
adverse cardiac events. Since rupture of a non obstructive plaque can cause MI, Physicians should not wait 
for further evidence but treat patients with non obstructive CAD as well as obstructive CAD with the full 
spectrum of preventive measures such as antiplatelet and moderate to high dose statins.

Ref: Maddox T.M. et al JAMA 2014 Nov 5; 312: 1754.

1.16 Management of head lice.

a) 1% permethrin and pyrethrins are 1st line treatment for active infestation. However these products are not 
ovicidal, thus, at least 2 treatments are required at proper intervals (days 0 and 9) or days 0,7 and 14.

b) Manual removal of lice and nits (wet combing) repeated weekly at least on 3 occasions.  

c) Benzyl alcohol 5%.

d)  Malathion 0.5%.

e) Spinosad.

f) Ivermectin topically.

Ref: Devore C.D et al Paediatrics 2015 Apr 27 ; e pub.
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 1.17 Does maternal use of statin increase the risk for birth defects?.

Women with dyslipidaemia, who are likely to become pregnant or who are pregnant, are not given the benefit 
of statin treatment, even though they are likely to benefit by the reduction of cardiovascular disease. Is this 
practice justified?. 

In a US analysis of 890,000 pregnancies linked to live born infants, the risk for congenital malformations was 
determined. A total of 1,152 women had been prescribed statins during their 1st trimester. These women were 
matched with women who had not used statins during their pregnancy in a 1:3 ratio. It was found that the risk 
for congenital malformations was no higher among infants whose mothers used statins than among those who 
did not. Likewise, maternal statin use was not associated with elevated risk for organ specific malformations.

Comment: In this large observational study, the risk for congenital malformation was not elevated in infants 
whose mothers used statins in the 1st trimester of pregnancy. The conclusion is that inadvertent statin use in the 
1st trimester, might not be as worrisome as has been suggested. The authors however do not recommend statin 
use in pregnancy, given that little in known about the long term effects of in utero statin exposure and statin’s 
effects on other neonatal outcomes.

Ref:  Bateman B.T. et al BMJ 2015 March 17; 350: h1035.

1.18 Low dose cyclophosphamide (CP) therapy for systemic necrotising vasculitis (SNV).

The group of SNVs include polyarteritis nodosa (PN), granulamatosis with polyangiitis (GPA), microscopic 
polyangiitis (MP) and eosinophilic GPA. These are usually treated with steroids and high dose intravenous 
CP. Patients older than 65 and those with renal insufficiency are treated with lower doses of CP. Maintenance 
therapy is usually with Azathioprine, Methotrexate or Mycophenolate mofetil for 18 months.

104 patients ( age >65) with SNV were randomized but not blinded to receive standard doses of CP + oral ste-
roids or lower doses of CP and oral steroids. At 3 years, serious adverse events were significantly less common 
in the low dose group (60% vs 78%; P=0.04). However, relapse free survival was slightly higher in the low 
dose group (60% vs 47%; P = 0.25 non significant). Mortality was slightly higher in the standard group (24% 
vs 17%; P = 0.4, non significant).

Comment: At 3 years, in patients over 65 years, serious adverse events were significantly less common in the 
low dose group. Differences in the relapse free survival and mortality were not significant. This study supports 
a less intensive regime in older patients with SNV. Recent evidence also suggest that Rituximab is better than 
Azathioprine for maintenance therapy with ANCA positive SNVs. Rituximab is also being used instead of 
cylophosphamide as a remission inducing agent.

Ref: Tagnoux C. et al Arthritis Rheumatol  2015 Apr; 67: 1117.
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1.19 Can acute appendicitis be treatable medically?.

A multicenter Finnish trial randomized 530 patients (age 18 – 60) with uncomplicated acute appendicitis, 
confirmed by CT to either surgery or antibiotic treatment. The antibiotic group received iv Ertapenem 1g/
daily for 3 days followed by oral Levofloxacin 500mg daily + Metronidazole 500mg t.i.d for 1 week. Pa-
tients were followed for 1 year.

Successful appendectomy in the surgery group was realized in all but 1 patient. In the antibiotic group, treat-
ment efficacy was defined as a resolution of appendicitis with no need for appendectomy and no recurrence 
within 1 year.  27% of the antibiotic group underwent appendectomy within 1 year (73% resolution). No 
patient died from appendicitis. Complications, such as surgical site infection and possible adhesion related 
GIT symptoms, were significantly more prevalent in the surgery group (20% vs 3%).

Comment: More than a quarter of patients treated with antibiotics for acute appendicitis had recurrences 
within 1 year. CT proven appendicitis can be treated medically with antibiotics reasonably well. The pro-
cedure to be adapted should be individualized, taking into account patient preferences, cost and recurrence 
risk.

Ref: Salminen P  et al JAMA 2015 June 16; 313: 2340.

        Livingston E and Vons C. IBID : 2327.   

1.20 Testosterone for older men.

In asymptomatic older men, but who have low testosterone levels, testosterone therapy did not improve 
sexual function or quality of life. What will happen in symptomatic older men who also have low testos-
terone levels. Will they improve with testosterone therapy?.

Now, in a NIH supported group of randomized double blind studies – “Testosterone Trials” – researchers 
have focussed on symptomatic older men ( age >65) with 2 serum testosterone levels that averaged < 275 
ng/dl. These patients had decreased libido, difficulty walking or climbing stairs or fatigue. Patients with re-
cent CV events or uncontrolled hypertension were excluded. 750 men received testosterone gel or placebo 
for 1 year. The results were as follows:

a) Sexual function scores improved significantly among all testosterone receiving participants.

b) The 6 minute walk distance improved by more than 50 meters among all testosterone participants.

c) Testosterone had no effect on fatigue.

d) Several secondary end points favoured testosterone therapy.

e) Adverse effects such as polycythaemia was seen in 2% and an increase in PSA in 6%.

Comment: On average, testosterone therapy improved sexual and physical function modestly in symptom-
atic older men with low testosterone levels, but the proportion of men who benefited was low.

Ref: Snyder P.J. et al NEJ Med 2016 Feb 18; 374: 611.

         Orwoll E.S.  IBID :682.
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