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4.1 A new cause for hypoglycaemia – Tramadol.

In a analysis of a UK community practice Data base, 1,105 hospitalizations occurred for severe 

hypoglycaemia over 5 years in 28,110 new users of Tramadol and 305,924 new users of Codeine. 

These drugs were being used for noncancer pain. 10 controls were matched for each hypoglycaemia 

case. In the 30 days after analgesic initiation, incidence of hypoglycaemia hospitalization was 3.0 vs 

0.7 events / 10,000 person months for Tramadol vs Codeine resp. After multivariable adjustment, 

the risk for severe hypoglycaemia was roughly 2.5 fold higher with Tramadol than with Codeine.

The hypoglycaemia effect has been attributed to the activation of opioid receptors and to the 

inhibition of serotonin and norepinephrine reuptake. These mechanisms have been found to be true 

in animal studies. The absolute risk is small, but since the use of tramadol has increased greatly, 

clinicians should be aware of this association.

 Ref:Fournier J.P. et al JAMA Intern.MNed 2014 Dec 08; e pub.

4.2 What should be the duration of dual antiplatelet therapy (DAT) after drug eluting stent 

(DES) implantation – 6 months or 12 months?.

Guidelines recommend DAT for a minimum of 6 months following DES implantation. Whether 

longer duration DAT is beneficial, especially in patients with diabetes, who have high ischaemic 

risk, is unclear. A meta analysis of 6 randomized trials was undertaken to determine the outcomes 

between short term ( 3 – 6 months) and long term ( >12 months) of DAT therapy after DES in 
rd112,500 patients ( 1/3  had diabetes). One year out comes were as follows.

1.  Incidence of major adverse CV events were higher in patients with diabetes than with 
     undiabetics (HR 2.3).

2.  Incidence of major adverse CV events was not lower with long term than with short term DAT, in 
     both diabetics and non diabetics.

3.  In patients without diabetes, rates of major bleeding were significantly higher with long term 
     DAT vs short term DAT. 

Comment:  Long term DAT did not lower the risk for major adverse CV events regardless of the 

presence or absence of diabetes. However it was associated with excessive risk for bleeding. 

Therefore diabetes per se should not be a driver for prolonging DAT over the mandatory period of 6 

months after DES implant.

 Ref:Gargiulo G. et al BMJ 2016 Nov 3; 355: i 5483. 



4.3 What are the effects of Testosterone in older men who are deficient in Testosterone?.

788 men mean age 72, with total Testosterone levels less than 275ng/dl were randomized to 

Testosterone gel or placebo for one year. The Testosterone level was maintained between 300 – 

800ng/dl. The following were noted in various trials under this group which were called the 

“Testosterone Trials”. 

1. Hb level -16% of the hypogonadal men had anaemia, half of which were unexplained. 

Increase in Hb level by atleast 1.0g/dl occurred in significantly more Testosterone recipients 

than placebo recipients - 53% vs 17%. The authors implied that the low serum Testosterone 

might be responsible for some cases of unexplained anaemia.

2. Bone outcomes - These were assessed in 211 men at baseline and after treatment. 

Significantly greater increases in several measures of bone density and strength were noticed 

in the Testosterone recipients compared to those on placebo. Fracture risk could not be 

assessed because the numbers were too small and the duration too short.

3. Adverse cardiovascular events - This study was retrospective and included 44,000 men 

with total Testosterone levels less than 300ng/dl. Of these, 9,000 received Testosterone 

therapy and 35,000 did not.  Testosterone recipients increased their median Testosterone 

level from 212ng/dl to 318ng/dl. Median follow up was 3.4 years. Adverse CV events 

occurred less often in Testosterone recipients than in non recipients (17 vs 24 events/1,000 

person years; adjusted hazard ratio = 0.67). 

4. Carotid intima media thickness and coronary artery calcium – This was assessed in 300 

men with levels ranging from 100 – 400 ng/dl, for 3 years. No differences were noticed with 

these parameters comparing Testosterone gel vs placebo recipients. 

5. Muscle power – Chest press strength and stair climbing power increased more with 

Testosterone vs placebo. However, leg press strength and muscle fatigability were similar in 

the 2 groups.

 Ref:Roy C.N. et al JAMA Intern Med 2017 Feb 21; e pub.

Snyder P.J. et al    IBID e pub.

Cheetham T.C. et al   IBID; e pub.

Storer T.W.et al JCEM 2017 FReb 1; 102: 583.       



4.4 Has the risk for acute kidney injury, by performance of intravenous contrast CT (CECT) 

scan on kidney function been exaggerated?.

Most Clinicians and Radiologists assume that iv contrast CT scans can cause acute kidney injury. 
Many Radiological units refuse to perform CECT if the serum creatinine is > 1.7mg/dl. This is based 
on an extrapolation from arterial angiography, which involves higher contrast loads. It is also 
derived from the experience of contrast which was not “low - osmolar” and “Iso-osmolar”, which 
are now in use. In an attempt to determine the safety of CECTs, a retrospective study was undertaken 
with 3 groups of patients. 

Group 1 – had 7,201 patients who underwent CECT.

Group 2 – 5,499 patients who underwent unenhanced CT.

Group 3 – 5,234 patients who did not undergo CT.

 Baseline creatinine levels were between 0.4 to 4.0mg/dl.

Patients who underwent CECT were not more likely to develop acute kidney injury, than were 

those who underwent un-enhanced CT or no CT. No differences were noted among the groups in 

renal outcomes at 6 months.

Comment: This study suggests that modern contrast enhanced CT techniques are not risky for the 

kidneys in patients with serum creatinine < 4mg/dl. This study should reassure emergency 

Physicians and Radiologists, that if contrast enhanced CT is essential for ruling out a serious 

condition, and no alternative test is readily available, the scan should proceed, even in a patient with 

creatinine levels as high as 4mg/dl. 

 Ref: Hinson J.S. et al Ann. Emerg. Mede. 2017 Jan 19; e pub.

4.5 Treatment of Clostridium difficile infection (CDI) – which is better – Vancomycin or 

Metronidazole?.

Both oral Vancomycin and oral Metronidazole are effective treatments for patients with CDI. 

Vancomycin is more expensive and there is an ever present worry about drug resistance. Current 

guidelines recommend reserving Vancomycin for patients with severe disease. Does this policy 

make sense?.  Researchers reviewed a large Veteran Affairs database of 2,068 CDI patients ( median 
stage 70, 95% men ), who were treated with Vancomycin as 1  line therapy. These patients were 

matched with 8,069 CDI patients who received oral Metronidazole.  In 3,130 patients, CDI met 

standard criteria for “severe disease”, which was defined by the presence of Leucocytosis and acute 

renal failure. 

Among patients with “ severe disease”, the 30 day allcause mortality was significantly lower for 

those treated with oral Vancomycin (15% vs 20%). The 30 day mortality did not differ significantly 

among patients with mild to moderate disease.



Comment:Vancomycin and Metronidazole are similarly effective in mild to moderate CDI. 

However Vancomycin appears to have a significant edge in those with severe disease. 

Unfortunately, neither drug will prevent relapse.

 Ref:Stevens V.W. et al JAMA Intern.Med.2017 Feb 6; e pub.

4.6 What is the value of CT angiography for angina patients compared with coronary 

angiography?.

CT angiography is useful in patients with “atypical angina”. These are patients having one or two of 

the following 3 features  viz Retrosternal discomfort precipitation by exertion, relief within 30 

seconds to 10 minutes by rest or nitroglycerine. 340 such patients were randomized to CT 

angiography (followed by coronary angiography if positive for obstructive coronary disease) or 

directly to coronary angiography. 

CT angiography lowered the rate of coronary angiography significantly, from 100% to 14%, and 

raised the diagnostic yield of coronary angiography for obstructive disease significantly from 15% 

to 75%. Minor procedural complications and shorter hospital length of stay was noticed in the CT 

angiography group.After a median follow up of 3.3 years, the incidence of major adverse CV events 

was about 4% in both groups.

Comment: This study suggests that in patients at intermediate risk, CT angiography can lessen the 

need for invasive coronary angiography without additional risk for major adverse events. The 

important caveat is that patients with high risk for MI diagnosis ( signs of MI, multiple positive tests 

for ischaemia, arrhythmias or an inability to hold one's breath which could interfere with CT 

angiography) were excluded. CT angiography shows promise as a gate keeper for coronary 

angiography, in intermediate risk ( not for those with high risk) patients.

 Ref:Dewey M et al BMJ 2016 Oct 24; 355: I 5441.

4.7 For patients with symptomatic peripheral artery disease (PAD) – which is better – 

Ticagrelor (T) or Clopidogrel  (C)?.

In the EUCLID trials, 13,885 people (median age 66, 72% men) with symptomatic PAD were 

randomized to either T 90mg/b.i.d or C 75mg once daily. 75% of participants were also on statins. 

 During a median follow up of 30 months, the incidence of the primary end point (CV death, MI or 

ischaemic stroke) were statistically similar for both groups (10.8% vs 10.6% resp). Secondary 

outcomes were also similar and so was the incidence of major bleeding. Discontinuation due to 

adverse effects was significantly more common with T. 



Comment: This randomized trial provides no support for the more expensive T over the less
expensive and more available C in patients with PAD. 

 Ref:Hiatt W.R. et al (EUCLID trial) NEJ Med 2016 Nov 13; e pub.

4.8 Are use of direct oral anticoagulants (DOACs) safe after ischaemic stroke in patients with 

atrial fibrillations (AF)?.

Several DOACs are available for treatment of patients with atrial fibrillation to prevent embolic 

stroke. These include Rivaroxaban, Apixaban and Edoxaban-which are factor Xa inhibitors.  

Clinical trials in which DOACs were evaluated for stroke prevention, typically excluded patients 

within the first 2 weeks after the onset of stroke. This is the time of greatest risk for haemorrhagic 

transformation. 

In an observational study, 204 patients with AF and recent stroke or TIA, received either a DOAC or 

warfarin. 100 received it in the first seven days and 55 received it later. During follow up of 3 to 6 

months, six recurrent ischaemic events and 1 cerebral haemorrhage occurred. The haemorrhage 

occurred in a patient taking warfarin. No major difference in the rates of recurrent stroke was seen 

with early vs late DOAC treatment. 

Comment:  Early initiation of DOACs treatment for patients with AF is safe. However, stroke 

severity was fairly mild in the group that received early DOAC therapy. Patient with more severe 

stroke or with poorly controlled BP are at excess risk for haemorrhagic transformation. 

 Ref:Seiffge DJ et al Neurology 2016 Nov 1; 87: 1856

4.9 Do TNF inhibitors directly affect CV risk?.

Patients with rheumatoid arthritis (RA) have excess risk for CV complications, especially coronary 

heart disease (CHD). Treating RA patients with TNF inhibitors lowers risk for CHD. 

6,864 patients who started TNF inhibitors to determine response to therapy at 5 months after 

initiation for RA treatment-were assessed at the end of one year and found to be 40% less likely to 

experience acute coronary syndrome (ACS) at 2 years, if they had a good response. Those who did 

not respond well, had a 2.7 times higher risk for acute coronary syndrome at one year.

Comment: These findings imply that TNF inhibitors themselves are not sufficient for preventing 

ACS in RA patients; rather, control of the disease itself and presumably the inflammatory process is 

necessary for ACS prevention.

 Ref:Ljung L et al Ann. Rheum. Dis 2016 Dec; 75: 2087.



4.10 Serious complications with Tocilizumab (TCZ).

Four new biologic therapies have been recently introduced for treatment of rheumatoid arthritis 

(RA). They are - Abatacept, TCZ, Tofacitinib and Rituximab. Further, TNF inhibitors(Etanercept, 

Infliximab and Adalimumab) are also in use.

167,000 patients with RA were evaluated. Overall risk for GI perforation with the first 4 therapies 

was approximately double that with TNF inhibitors. Mortality among hospitalized patients with 

perforation was 16%.

Comment: Although the incidence of perforation is quite small, early awareness of this serious 

complication could save lives.

 Ref:Xie F. et al Arthritis Rheumatol 2016 Nov; 68: 2612.

4.11 Does testosterone (T) therapy lead to elevated risk for venous thrombo embolism (VTE)?.

2 million men in a UK data base were evaluated for the risk of VTE associated with T treatment. 

19,200 men had VTE during follow up  (8,400 – DVT , 10,800 – pulmonary embolism). After 

adjustment for multiple factors, risk for VTE was 25% higher with current T use compared to no 

use of T. Current T use for 6 months or shorter was associated with 63% higher risk for VTE 

compared with no use. This excess risk corresponds to 1 additional VTE case per 1,000 person 

years. The risk with more than 6 months of use did not differ from that with no use. 

stComment:   In this observational study, VTE risk peaked during the 1  six months of use of T and 

declined thereafter. If a man is destined to develop this adverse effect, it will likely happen early in 
st

treatment. Vigilance for the 1  six months  after initiation of T therapy is required.

th
 Ref:Martinez C. et al BMJ 2016 Nov 30 ; 355: I 5968.

4.12 Association between acid suppression therapy and iron deficiency.

Gastric acid facilitates iron absorption. To determine if acid inhibition leads to excess risk for iron 

deficiency, researchers examined the data base in the Health System of Northern California. They 

compared prior exposure to Proton pump inhibitors (PPIs) or Histamine – 2 receptor antagonists 

(H2RAs) who had received at least 2 years of the drugs. The diagnosis of iron deficiency was made 

in 77,046 patients. These cases were matched with 389,314 controls. The results were as follows.



a) PPI exposure iron deficiency rates were 3% in cases and 0.9% in controls.

b) H2RA exposure iron deficiency rates were 1.4% in cases and 0.6% in controls.

c) Higher PPI doses were associated with greater risk for iron deficiency.

d) Risk returned to baseline after discontinuing PPIs.

e) Similar associations were not found with other common medications.

Comment:PPI exposure is associated with greater risk for iron deficiency anaemia compared to no 

exposure. H2R antagonists like Ranitidine haver lesser risk than PPIs. There is evidence that the 

lack of acid secretion not only prevents absorption of iron, but also of Calcium and oral thyroxine. 

Prolonged PPI use is also associated with increased incidence of Clostridium difficile infection 

when co used with antibiotics and greater propensity for spontaneous bacterial peritonitis, when 

used in patients with cirrhosis. All in all, clinicians should be vigilant not to prolong PPI therapy for 

longer than necessary. The awareness that withdrawal of PPI can result in withdrawal symptoms 

persisting for about a week, with resolution thereafter is important, so that patients can be 

counselled not to restart PPIs unless withdrawal is prolonged.

 Ref:Lam.J.R. et al. Gastroenterology 2016 Nov 24; e pub.

4.13 A new treatment for severe hepatic encephalopathy (HE) – combined iv albumin + 
lactulose.

Intravenous iv albumin reduces oxidative stress by decreasing levels of circulating cytokines and 

endotoxins.  A 2013 study showed that iv albumin lowered risk for 90 day mortality in patients with 

HE. In a new trial, Indian researchers randomized 120 cirrhotic patients with severe HE ( mean base 

line serum albumin level 2.3g/dl) to iv albumin 1.5g/kg/day  (100g/d for a 70 Kg individual)  + 

lactulose or  to lactulose alone. Complete reversal of HE within 10 days occurred in 75% given the 

combination compared to 53% in those who were on lactulose only. There was also a shorter mean 

hospital length of stay – 6.4 vs 8.6 days and lower inpatient mortality 18% vs 32% resp. The number 

needed to treat (NNT) was 5 for reversal of HE and 8 for every life saved. 

Comment:  It is noted that patients in this study did not receive Rifaximin which is known to 

prevent short term mortality in severe HE. The high cost of iv albumin could limit the adoption of 

this intervention. However, the impressive  benefit in mortality and length of stay, with additional iv 

albumin, makes it a worthwhile consideration.

 Ref: Sharma B.C. et al J.GastroenterolHepatol 2016 Nov 15; e pub.



4.14 Guidelines for managing sepsis and septic shock – critical care medicine 2016.

Key recommendations are as follows:

a) Patients with hypoperfusion should receive atleast 30ml/Kg of iv crystalloid within 3 hours 

(2 litres for a 70Kg individual).

b) For patients who have hypotension, the initial target mean arterial pressure should be 

65mmHg.

c) IV antibiotics should be started within 1 hour. For patients without shock, one antibiotic 

and for those with shock - combination therapy with atleast 2 classes of antibiotics, to cover 

known or suspected pathogens.

st
d) Norepinephrine is the 1  choice for patients who need vasopressors. Vasopressin or 

Epinephrine can be added. For patients who remain unstable Dobutamine is 

recommended.

e) IV hydrocortisone 200mg daily is recommended for haemodynamically unstable patients, 

despite fluid and Vasopressors.

f) Blood transfusion should be reserved for patients with Hb< 7.0g/dl, except in special 

circumstances such as haemorrhage and myocardial ischaemia.

g) Platelets should be given if the platelet count is <10,000 without bleeding and if <20,000 

with bleeding. 

h) Sodium bicarbonate should not be used for most patients with pH >7.15

 Ref:Rhodes A. et al Intensive Care Med.2017 Jan 18; e pub. 



4.15 Which is better for the prevention of recurrent venous thromboembolism (VTE)?.

VTE can be provoked (as after surgery, delivery or after prolonged bed rest) or unprovoked.  In 

the former, anticoagulants are prescribed for about 3 - 6 months and then withdrawn if there are no 

recurrences. In unprovoked VTE, the duration may be long term. Guidelines recommend 

treatment with anticoagulants or Aspirin for long term use. Anticoagulants may be Warfarin 

which is a Vitamin K inhibitor or one of the direct acting anticoagulants such as Rivaroxaban, 

Apixaban or Dabigatran.  The advantage of Warfarin is that over dosage can be corrected by 

giving Vitamin K. However, cerebral and gasterointestinal bleeding is a constant hazard and 

requires regular monitoring with prothrombin time and INR. The direct acting anticoagulants do 

not require constant monitoring. The same is true for Aspirin. Substantial renal impairment 

(<30ml/mteGFR)  is a contra indication for Warfarin therapy. 

To determine which is better between Rivaroxaban and Aspirin – a double blind randomized trial 

of 3,396 patients with VTE was undertaken. The dose of Rivaroxaban was 20mg/d or 10mg/d and 

Aspirin 100mg/d. At 1 year the rate of symptomatic recurrent VTE was 1.5%, 1.2% and 4.4% for 

the 20mg/d, 10mg/d and 100mg/d doses resp. The difference in event rates between Rivaroxaban 

and Aspirin was somewhat larger for unprovoked VTE ( 1.6%  vs5.6%) compared with 1.2% vs 

3.6% for provoked VTE. Rates of major bleeding were similar.

Comment:  Forextended treatment to prevent recurrent VTE for both provoked and unprovoked 

Rivaroxaban is superior to Aspirin. However, Rivaroxaban is likely to be expensive. Further, only 

the 20mg/d dose is currently approved by the FDA for the extended treatment after VTE. The 

10mg/d dose is only approved for the short term prophylaxis after hip or knee replacement. 

Recently, antidotes for direct acting anticoagulants such as Andaxanet have been reported to be 

effective. 

 Ref:Weitz J.I. et al NEJ Med 2017 March 18; e pub.



4.16 Is an MRI test contraindicated in those with permanent pacemakers (PPMs) and 

implantable cardioverter – defibrillators (ICDs)?.

Conventional PPMs and ICDs were thought to be an absolute contraindication to MRI. However, 

case reports are accumulating about inadvertent MRI scans of patients with these devices, without 

any harm. A study of non thoracicMRIs at 1.5 tesla was undertaken. They included 1,000 patients 

with PPMs and 500 with ICDs. In most cases the brain, cervical spine or lumbar spine was imaged. 

No deaths, lead failures, loss of capture, or ventricular arrhythmias occurred. 6 episodes of atrial 

fibrillation or flutter were noted. One ICD device could not be interrogated after MRI and required 

immediate replacement. Partial electrical resets were observed 6 times.

Comment: In this prospective study of non thoracic MRI scans in patients with PPMs or ICDs, 

overall safety was quite good. This does not mean that all MRIs are safe. Strict selection criteria of 

only 1.5 tesla magnets were used.  The results do not apply to thoracic MRIs.

 Ref:Russo R.J. et al NEJ Med 2017 Feb 23; 376: 755.

4.17 Can ultra sound examination help diagnose gout?.

Gout is diagnosed by the characteristic distribution of the joint disease, involvement of bursae, 

raised serum uric acid in some but not all cases, and the finding in synovial fluid aspirates of mono 

Sodium urate crystals. Sometimes however, the distribution of the joints involved are atypical, bursi 

are not involved, serum uric acid is normal and it may be impossible to obtain a joint aspirate. In 

these cases, ultra sound scan of the area involved may be useful. 3 Sonographic features of mono 

Sodium urate crystal deposition may be seen. They are

a) Double contour sign (hyperechoic enhancement of articular surfaces).

b) Tophi (hyperechoic aggregates).

c) “Snow storm” appearance (floating hyperechoic foci representing mono Sodium urate 
aggregates).

The sensitivity, specificity, positive predictive value and negative predictive value of having atleast 

1 ultra sound sign was 77%, 84%, 83% and 78% resp (compared with the gold standard synovial 

fluid analysis).



Comment:Ultrasound might be helpful in patients with high clinical suspicion of gout despite 

negative or technically difficult arthrocentesis.

 Ref:Ogdie A et al Arthritis Rheumatol 2017 Feb; 69: 429.

4.18 Do patients on cancer immunotherapy agents develop new onset rheumatic symptoms?

Immune check point inhibitors (ICIs) such as Ipilimumab, Nivolumab and pembrolizumab are 
increasingly being used to treat advanced cancers. Immune releted adverse events include

a) Life threatening pneumonitis.

b) Colitis.

c) Autoimmune thyroiditis.

d) Hypophysitis.

e) Vitiligo.

f) Inflammatory arthritis.

g) Sicca symptoms.

h) Interstitial nephritis.

i) Myositis.

j) Polymyalgia rheumatica.

None of the inflammatory arthritis patients had positive rheumatoid factors or anti CCP antibodies. Of these 

arthritis patients, many required high does steroids and some had continuing synovitis after stopping ICI 

therapy. Sudden onset sicca syndrome patients had severe dry mouth with salivary hypofunction. The colitis, 

pneumonitis and interstitial nephritis resolved with steroid therapy.

Ref. Cappelli L.C. et al Ann. Rheum. Dis. 2017 Jan; 76:43     

4.19 Misdiagnosis of cellulitis.

Cellulitis is usually defined as a bacterial skin infection with the classical sign of pain, swelling, 

redness, warmth and limitation of movement. However, conditions that mimic cellulitis are 

a) Venous stasis dermatitis with lipodermatosclerosis.

b) Venous thrombosis.

c) Oedema.

d) Gout.

e) Pseudo gout.



Comment: Presence of distended veins, palpable thickened tender veins, painful swelling and 

tenderness near joints and calcification on X'rays at sites of tenderness, should alert one to the 

possibility of one of these conditions mentioned in a – e. 

 Ref:Weng Q.Y. et al JAMA Dermatol 2016 Nov 2; e pub.
 Imadojemu S and Rosenbach M. IBID.

4.20 Does the risk for venous thrombo embolism (VTE) increase when surgery after hip 
fracture is delayed?.

Hip fracture surgery should be ideally performed as soon as possible after the fracture has occurred. 

However, sometimes surgery is delayed to address unstable medical problems or for logistic 

reasons. A likely consequence of delayed surgery is increased risk for VTE, as the patient is often in 

bed. The prevalence of VTE among 208 consecutive hip fracture patients, whose surgery was 

performed more than 24 hours after the injury, was studied. All patients underwent indirect multi 

detector CT venography, which combines CT pulmonary angiography and lower extremity indirect 

venography, following a single contrast injection. Average time to surgery was 5 days.  All patients 

began Enoxaparin and intermittent pneumatic leg compression shortly after admission. 23 patients 

had VTE and 12 patients had DVT alone. All VTE cases were asymptomatic. 

Comment:  This study demonstrates a nontrivial incidence of preoperative VTE whose surgery is 

delayed – even though these patients were receiving standard VTE prophylaxis. Patients whose 

surgery are delayed should undergo pre operative screening for VTE routinely.

 Ref:Shin W.C. et al J.Bone. Joint. Surg. Am.2016 Dec 21; 98: 2089.
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