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Health care quality and hospital acquired infection in Intensive care: Bundles and 
checklists 
 
 
Sandeep Tripathi 
 
 

Hospital acquired infections (HAI) are one of the most 

common complications involving hospital care and are the 

leading cause of death in U.S. Central line associated Blood 

stream Infection (CLABSI), Ventilator Associated Pneumonia 

(VAP), Surgical site infection (SSI) and Catheter associated 

urinary tract infection (CAUTI) represent 75% of all HAI1 . 

HAI prevention is one of the 20 ‘priority areas’ identified in the 

Institute of Medicine (IOM) 2003 report ‘transforming health 

care quality’2. Certain HAI are preventable, but as the 

prevention efforts become more defined, there remains a lack of 

evidence of a strong return of investment for hospitals and 

health care payers in preventing these infections. This lack of 

evidence presents potential obstacles in advancing efforts to 

prevent infections. 

Central Line Associated Blood Stream Infection (CLABSI) 

CLABSI is a primary blood stream infection that develops in a 

patient with a central line in place within the 48 hour period 

before the onset of blood stream infection, which is not related 

to infection at another site. Central line associated blood stream 

infection occurs up to 80,000 times per year resulting in 28,000 

deaths among patients in the Intensive Care unit (ICU). 

Average cost of CLABSI is approximately $ 45,000 per 

incidence3. CLABSI reduction is also one of the success story of 

how inexpensive interventions, grouped as a checklist could 

reduce the rate of nosocomial infections to a median rate of 

zero. Although quality control interventions in many areas of 

ICU have been studied, the idea of integrating quality 

indicators with group of interventions known as bundles has 

been validated in the ICU most successfully in CLABSI. The 

landmark study on reduction of CLABSI was the ‘Keystone 

ICU’ project funded by the Agency for Health care Research 

and Quality (AHRQ) 4. One hundred and three ICUs in 

Michigan participated in this state wide safety initiative. The 

study intervention recommended five evidence based 

procedures that were identified as having the greatest effect on 

the rate of catheter related BSI and the lowest barriers to 

implementation. The interventions were remarkably successful, 

nearly eliminating CLABSI entirely in most ICUs over an 18 

month follow up period. 

Although in short term intensive training and monitoring can 

lead to improved outcomes, in long term the biggest impact on 

decreasing HAI, is of the safety climate of the unit. Studies have 

linked safety climate to clinical and patient outcomes in 

addition to showing that the safety climate is responsive to 

interventions. A large study targeting the culture of safety was a 

follow up of the Michigan Keystone study. The study was a 

prospective cohort study to improve quality of care and safety 

culture by implementing and evaluating patient safety 

interventions in participating ICUs and showed large scale 

improvements in safety climate among diverse organizations5. 

As part of the national effort to reduce the HAI, the 

Department of Health and Human Services (HHS) launched 

the HHS action plan to reduce the health care associated 

infections in 2009. The project was titled ‘On the cusp: Stop 

BSI’, designed to apply the principles of comprehensive unit 

based safety program (CUSP) to improve the culture of patient 

safety and implement evidence based best practices to reduce 

the risk of infection. The initiative ultimately reduced mean 

rates of CLABSI in participating units by an average of 40%, 

preventing more than 2000 CLABSI, saving more than 500 

lives and avoiding more than $34 million in excess health care 

costs6. 

Ventilator Associated Pneumonia 

Optimizing the care of mechanically ventilated patients is an 

important goal of health care providers and hospital 

administrators. An easily acquired and reliable marker for 

medical quality has been elusive for this patient population. 

VAP has historically been used as a marker of the quality of care 

associated with mechanically ventilated patient and is associated 

with worse outcomes7. However the diagnosis of VAP is non-

specific, the clinical diagnosis by the widely used American 

College of Chest Physicians (ACCP) criteria includes a new 

progressive consolidation on chest radiography plus at least two 

of the following clinical criteria: fever > 38, leucocytosis or 

leucopenia and purulent secretions. Unfortunately, all these 

findings alone or in combination can occur in other non-

infectious conditions, making the diagnosis of VAP subjective 

and prone to bias. In fact, for the last many years, the 

surveillance rates of VAP are decreasing, whereas the clinical 
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diagnosis of VAP and tracheobronchitis as well as antibiotic 

prescribing remains prevalent. External reporting pressures may 

be encouraging stricter interpretation of the subjective signs that 

can cause artifactual lowering of the VAP rates. The result is 

that, it is almost impossible to detangle the relative contribution 

of quality improvement efforts in the ICU versus surveillance 

efforts as explanation for the currently observed lower rates of 

VAP8. 

To eliminate the subjectivity and inaccuracy and to create an 

objective , streamlined and potentially automatable criteria, 

Center of Disease Control (CDC) now recommends 

surveillance of ventilator associated events (VAE) as a more 

general marker and defines it as sustained increase in patient’s 

ventilator settings after a period of stable or decreasing support . 

There are three definition tiers within the VAE algorithm; 1) 

Ventilator Associated Condition (VAC); 2) Infection Related 

Ventilator Associated Complication (IVAC); and 3) Possible 

and probable VAP. The screening for VAC captures a similar 

set of complications to traditional VAP surveillance, but it is 

faster, more objective and potentially a superior predictor of 

clinical outcomes9. In a CDC funded study of 597 

mechanically ventilated patients on use of VAC as an outcome 

predictor, it was noted that 9.3% of the study population had a 

VAP, whereas 23% had VAC. VAC was associated with 

increased mortality (odds ratio of 2.0) but VAP was not. VAC 

assessment was also faster (mean 1.8 minutes vs 3.9 minute per 

patient) 10. 

Similar to the CLABSI bundles, prevention of VAP by 

utilization of evidence-based bundles of care has proved to be a 

very successful. Heimes and colleagues recently conducted a 

study examining 696 consecutive ventilated patients in a level 1 

trauma center to evaluate a VAP prevention bundle with 7 

elements. They found a VAP rate of 5.2/1000 days of ventilator 

support in the pre intervention phase, while a 2.4 /1000 and 

1.2/1000 days (p= 0.085) in the implementation and 

enforcement periods respectively11. 

Catheter Associated Urinary Tract Infection (CAUTI) 

Health care associated UTI account for up to 40% of infections 

in hospitals and 23% of the infections in the ICU. The vast 

majority of UTIs are related to indwelling urinary catheters. 

CAUTI result in as much as $ 131million excess direct medical 

costs nationwide annually12. Since October 2008, Center of 

Medicare Services (CMS) no longer reimburses hospitals for the 

extra costs of managing a patient with hospital acquired 

CAUTI. 

There are certain factors like Diabetes mellitus, old age or severe 

underlying illness that places patients at a greater risk of 

CAUTI, but there also are modifiable factors like non 

adherence to aseptic catheter care recommendations and 

duration of catheterization that can be targeted by quality 

improvement efforts, to decrease the risk13. The key strategies 

for prevention of CAUTI include avoiding insertion if possible, 

early removal by implementation of checklists, nurse based 

interventions or daily electronic reminders, utilization of proper 

techniques for insertion and maintenance and considering 

alternatives to indwelling catheters like intermittent 

catheterization, condom catheters and portable bladder 

ultrasound scanner. Most of these strategies have been utilized 

in quality improvement efforts to decrease CAUTI. Assessment 

of the need is essential as Munasinghe et al have found urinary 

catheter placed in 21 to 50% of patients for inappropriate 

reasons14. A nurse based reminder to physician to remove 

unnecessary urinary catheters in a Taiwanese hospital resulted 

in reduction of CAUTI from 11.5 to 8.3 /1000 catheter days15. 

Similarly utilization of electronic urinary catheter reminders 

system and stop orders have been shown to reduce the mean 

duration of catheters by 37% and CAUTI by 2%16. Utilization 

of condom catheter has also been shown to be effective in 

reducing bacteriuria, symptomatic UT and mortality as 

compared to indwelling catheter17. 

Final word 

Health care is often compared with airline industry with six 

sigma efficiency. This would translate to 0.002 defective parts 

or errors/million, obviously we are not close to that and may 

not be realistic. However this also cannot be an excuse to 

rationalize poor practice culture. As in any industry, in health 

care to establish change it is essential to regulate interpersonal 

interactions. With behaviors change leading to changes in 

processes of care, change is not only possible, it is sustainable. 
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Extended spectrum beta lactamase positive uropathogenic E. coli - Epidemiological 
Factors and Resistance 
 
 
Priya Datta, Varsha Gupta and Shailpreet Sidhu 
 
 
 
Abstract  
Introduction: There is increasing incidence ofESBL producing E. coli causing community urinary tract infections.The primary objective of this study was 

to study the epidemiological factors associated with ESBL (Extended spectrum beta lactamases) positive community acquired uropathogenic E. coli isolates 

and to determine their susceptibility to newer oral drugs including mecillinam. 

Materials & Method: In this prospective study, from total of 140 community isolates of E. coli causing UTI, ESBL was detected by CLSI criteria. Drug 

susceptibility was done by Kirby-Bauer method disc diffusion method for various oral antimicrobial agents. Various epidemiological factors associated with 

ESBL for each patient were recorded on individual forms. This included age, presence of diabetes mellitus, renal calculi, pregnancy, history of urinary 

instrumentation, recurrent UTI and antibiotics intake. 

Results: Out of total of 140 strains of E. coli, which were screened for ESBL production, 30 (21.4%) isolates were positive. High-level resistance 94 (70%) 

was seen for many antimicrobial agents. Only 4.5% of uropathogenic E. coli were resistant to Mecillinam. Various epidemiological factors associated with 

ESBL causing infections were female patients, H/o antimicrobial intake, elderly age > 60 years, renal calculi and H/o recurrent UTI. 

Conclusions: The epidemiology of ESBL positive uropathogenic E. coli is becoming more multifaceted. 

Keywords:  ESBL, Community UTI, E.coli, epidemiology  

Abbreviations: ESBL - Extended spectrum beta lactamases, UTI - Urinary tract infection 

 
 
 
Introduction 

Community acquired urinary tract infection (UTI) due 

to Escherichia coli is one of the most common form of bacterial 

infections, affecting people of all ages. Originally ESBL 

(extended spectrum β-lactamases) producing E. coli was isolated 

from hospital setting but lately this organism has begun to 

disseminate in the community.1 

In India community presence of ESBL producing organisms has 

been well documented. However, various epidemiological 

factors associated with ESBL producing strains need to be 

documented. This will allow clinicians to separate patients with 

community UTI with these factors so that appropriate and 

timely treatment can be given.2 A community UTI when 

complicated may be a potentially life-threatening condition. In 

addition, for deciding the empirical treatment for patients with 

a UTI a thorough knowledge of local epidemiology is required. 

Therefore, the primary objective of this study was to determine 

the epidemiological factors associated with ESBL positive 

community acquired uropathogenic E. coli isolates and to 

determine their susceptibility to newer oral drugs. Mecillinam is 

a novel β-lactam antibiotic that is active against many members 

of family Enterobacteriaceae. It binds to penicillin binding 

protein (PBP 2), an enzyme critical for the establishment and 

maintenance of bacillary cell shape. It is given as a prodrug that 

is hydrolyzed into active agent. It is well tolerated orally in the 

treatment of acute cystitis.3 

Material and Methods 

This prospective study was conducted, from Jan 2012- July 

2012, in our tertiary care hospital, which caters to medical 

needs of the community in North India. 

Study Group: 

The study group included patients diagnosed as having a UTI 

in outpatient clinic, or the emergency room or patients 

diagnosed within 48 hrs after of hospitalization. These 

patients and were labeled as patients having a community UTI. 

A diagnosis of symptomatic UTI was made when patient had at 

least one of the following signs or symptoms with no other 

recognized cause: fever ≥ 38.8˚C, urgency, frequency, dysuria or 

suprapubic tenderness and a positive urine culture (i.e. 

≥105 microorganisms/ml of urine).4 Various epidemiological 

factors for each patient were recorded on individual forms. This 

included age, presence of diabetes mellitus, renal calculi, 

pregnancy, history of urinary instrumentation, recurrent UTI 

(more than 3 UTI episodes in the preceding year) and 

antibiotics intake (use of β-lactam in the preceding 3 months).2 

Patients with a history of previous or recent hospitalization were 

excluded from study. 

Antibiotic susceptibility testing was carried out following 

Clinical Laboratory Standards Institute (CLSI) guidelines using 

the Kirby-Bauer disc diffusion method.5 The antibiotics, which 
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were tested included Amoxyclav (30/10µg), Norfloxacin (10µg), 

Ciprofloxacin (5µg), Tetracycline (30µg), Nitrofurantoin 

(300µg), Trimethoprim-sulfamethoxazole (23.75/1.25µg), 

Cephalexin (30µg), Cefaclor (30µg), Cefuroxime (30µg), 

Mecillinam (10µg) (Hi-Media, Mumbai, India). 

Detection of ESBL 

ESBL detection was done for all isolates according to latest 

CLSI criteria.5 

Screening test - According to latest CLSI guidelines, zone 

diameter of E. coli strain for Ceftazidime <22mm and for 

Cefotaxime < 21mm is presumptively taken to indicate ESBL 

production. 

Confirmatory test - As per CLSI guidelines, ESBLs were 

confirmed by placing a disc of Cefotaxime and Ceftazidime at a 

distance of 20mm from a disc of Cefotaxime /Clavulanic acid 

(30/10µg) and Ceftazidime/Clavulanic acid (30/10µg) 

respectively on a lawn culture of test strain (0.5 McFarland 

inoculum size) on Mueller-Hinton agar. After overnight 

incubation at 37° C, ESBL production was confirmed if there 

was a ≥5mm increase in zone diameter for either antimicrobial 

agent tested in combination with Clavulanic acid versus its zone 

when tested alone 

Control strain - Standard strain of Klebsiella pneumonia ATCC 

700603 was used as ESBL positive controland Escherichia 

coli ATCC 25922 was used as ESBL negative control. 

Results 

Out of total of 140 strains of E. coli, which were screened for 

ESBL production, 30 (21.4 %) isolates were found to be 

positive. High-level resistance was seen for many antimicrobial 

agents like Cephalexin (92.8%), Cefaclor (90%), Amoxy-

clavulanate (88.57%), Cefuroxime (75.7%), Sulfamethoxazole-

trimethoprim (72.8%), Norfloxacin (75.71%) and 

Ciprofloxacin (70%). Sensitivity to Nitrofurantoin was found 

to be 90%. Only 4.5% of uropathogenic E. coli were resistant 

to Mecillinam. 

Various epidemiological factors seen in ESBL producers include 

female patients (n =24, 80%), history of antimicrobial intake (n 

= 17,57 %), elderly age >60 years (n =16 53%), renal calculi (n 

=15, 50%), history of recurrent UTI (n =11, 37 %), pregnancy 

(n = 11,37%), diabetes mellitus (n = 7, 23%) and history of 

urogenital instrumentation (n = 7, 23%). 

Discussion 

The epidemiology of ESBL positive uropathogenic E. coli is 

becoming more multifaceted, with increasingly indistinct 

boundaries between the community and hospital.6 In addition, 

infection with an ESBL producing organisms causing 

community UTI is associated with treatment failure, delayed 

clinical response, higher morbidity and mortality. These 

organisms are multi-resistant to other antimicrobials like 

Aminoglycosides, Quinolones and Co-trimoxazole. Therefore, 

empirical therapy with Cephalosporins and Fluoroquinolones 

often fail in patients with community UTI.7 

The rate of ESBL producers in our study is lower than that 

described by other authors. In a similar study Mahesh E et al. 

reported higher rate (56.2%) of ESBL positivity from E. 

coli, which were causing UTIs from a community 

setting.8 Additionally Taneja N et al. described a higher rate 

(36.5%) of ESBL positivity in uropathogens. 9,10 

A high rate of resistance was seen to almost all antimicrobial 

agents. This is in agreement with other authors like Mahesh et 

al. and Mandal J et al.8,11 Mecillinam showed very good results 

with only 4.5% resistance. Wootton M et al. reported similar 

high activity of Mecillinam against E. coli(93.5%).3 Auer S et 

al. reported that Mecillinam can be a good oral treatment 

options in patients with infections due to ESBL organisms.7 

A limitation of our study was that being a developing country 

with limited resources, molecular typing and determination of 

antimicrobial resistance profiles of the isolates was not done. In 

our study female patients, elderly, patients with a history of 

antimicrobial intake, renal calculi and history of recurrent UTI 

were important factors for infection due to ESBL producers. 

These findings are similar to risk factors studied by other 

authors.2 In conclusion; this study confirms that ESBL-

producing E. coli strains are a notable cause of community 

onset infections especially in predisposed patients. The 

widespread and rapid dissemination of ESBL-producing E. 

coli seems to be an emerging issue worldwide. Further clinical 

studies are needed to guide clinicians in the management of 

community onset infections caused by E. coli. 
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Lamotrigine-induced hallucination in patient with bipolar disorder and no history of 
epilepsy or psychosis: a case report and literature review 
 
 
Yasir Hameed and Jacobus Hamelijnck 
 
 
Abstract  
 
We report a rare case of hallucinations in a patient with bipolar affective disorder BAD without any history of psychosis or epilepsy following 

the introduction of lamotrigine as an add-on medication to her current treatment with lithium carbonate. The patient has been on two previous 

medications (quetiapine and sodium valproate) without significant improvement and only showed partial response to lithium. 

Lamotrigine was introduced as an adjunctive medication with her lithium carbonate. Her dose of lithium was 800 mg once daily with satisfactory 

lithium levels. 

 

She started to report complex auditory and visual hallucinations which started two days after starting lamotrigine (25 mg once daily) and increased with 

its dose increase to 50 mg once daily two weeks later and resolved completely with stopping it. Hallucinations following lamotrigine treatment in non-

epileptic patients are an extremely rare reaction and only few similar case reports are reported in literature. 

 

Awareness of this rare but serious side effect is important to avoid confusion with other psychotic symptoms related to mental illness and avoid 

unnecessary treatment. 

 

Keywords:  Anticonvulsants; Bipolar Affective Disorders; Drug interactions and side effects; Education and training; Mood stabilisers  

Abbreviations: BAD: Bipolar affective disorder. ICD 10: International Classification of Disesases. Tenth Edition. DSM 5: Diagnostic and Stastical 

Manual. Fifth Edition. 

 

Case Presentation: 

We report the case of 36 year old white Caucasian female who 

used to work as a driving instructor and living with her parents. 

She has a diagnosis of congenital adrenal hyperplasia (21 

hydroxylase deficiency) and is on long term corticosteroid 

replacement (prednisolone 4 mg once daily and fludrocortisone 

100 mcg once daily) and she is under the care of an 

endocrinologist. 

She was referred for psychiatric evaluation with “anxiety and 

depressive symptoms” and failure to respond to antidepressant 

treatment which was prescribed by her General Practitioner. 

During the psychiatric assessment, she reported long history of 

recurrent episodes of elevated mood and depression dating back 

to her late teens with clear description of distinct periods of 

mood elevations lasting for few weeks and longer periods of 

persistent low mood. There was no history of psychotic 

symptoms and no family history of mental illness. 

She was diagnosed with bipolar affective disorder and failed to 

achieve remission of symptoms on two different antipsychotic 

medications (quetiapine and olanzapine) and anticonvulsant 

medication (sodium valproate) before starting lithium 

carbonate. 

The introduction of lithium and gradual titration resulted in 

significant improvement in her symptoms and mood stability. 

However, few months later, she reported relapse in her 

symptoms (mainly reporting features of bipolar depression) 

despite adequate lithium levels. 

She agreed on the introduction of lamotrigine as an adjunctive 

medication to lithium. The initial dose of lamotrigine was 25 

mg daily for two weeks in line with dose recommendation from 

manufacturer and drug guides. 

On the same day of lamotrigine introduction, the patient 

started to experience visual hallucinations that she never had 

before (please see patient’s perspective for detailed description 

of her hallucinations). 

With the dose of lamotrigine increased to 50 mg daily after the 

initial two weeks, she started to report worsening of these 

abnormal perceptions which developed into more complex 

visual and auditory hallucinations.    

More importantly, there was no evidence of accompanying 

manic symptoms or severe depressive symptoms to explain these 

symptoms and also no alcohol or drug use. 

Following a psychiatric review, the dose of lamotrigine was 

reduced to 25 mg which resulted in immediate reduction in the 

intensity of the abnormal perceptions. When the lamotrigine 
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was eventually stopped after one week, there was complete 

cessation of abnormal perceptions. 

Lamotrigine was never re-started again and she was maintained 

on a combination of lithium and quetiapine with good effect. 

Investigation: 

We used the Naranjo Adverse Drug Reaction Probability Scale 

(1) to determine the likelihood of whether an adverse drug 

reaction is related to this specific drug or may be related to 

other factors. This tool examine factors such as the temporal 

association of drug administration and event occurrence, 

alternative causes for the event, drug levels, dose – response 

relationships and previous patient experience with the 

medication. 

The probability of the adverse drug reaction is concluded from 

the total score (Definite if the overall score is 9 or greater, 

Probable for a score of 5-8, Possible for 1-4 and Doubtful if the 

score is 0). 

Questionnaire 

1. Are there previous conclusive reports on this reaction? Yes 

(+1) 

2. Did the adverse events appear after the suspected drug was 

given? Yes (+2) 

3. Did the adverse reaction improve when the drug was 

discontinued or a specific antagonist was given? 

Yes (+1) 

4. Did the adverse reaction appear when the drug was re-

administered? Do not know or not done (0) 

5. Are there alternative causes that could have caused the 

reaction? No  (+2) 

6. Did the reaction reappear when a placebo was given? Do not 

know or not done (0) 

7. Was the drug detected in any body fluid in toxic 

concentrations? 

No (0) 

8. Was the reaction more severe when the dose was increased or 

less severe when the dose was decreased? 

Yes (+1) 

9. Did the patient have a similar reaction to the same or similar 

drugs in any previous exposure? 

No (0) 

10. Was the adverse event confirmed by any objective evidence? 

Do not know or not done (0) 

Scoring 7 (Probable Adverse drug reaction) 

Discussion: 

Lamotrigine is a phenyltriazine derivative used as an 

anticonvulsant drug with established mood stabilising 

properties. In the United Kingdom, it is recommended for use 

in bipolar affective disorder according to the guidelines from 

the National Institute of Health and Care Excellence (2) and 

the British Association for Psychopharmacology (3). 

We performed a literature search to find similar case reports. 

We searched the following databases using the keywords 

(lamotrigine AND hallucinations): Complementary Medicine 

(AMED), British Nursing Index BNI), Cumulative Index to 

Nursing and Allied Health Literature (CINAHL), Excerpta 

Medica Database (EMBASE), Health Business Elite (HMIC), 

Medline, PsycINFO and Health Management Information 

Consortium (HMIC). 

The search returned 57 results. Only 8 articles discussed 

hallucinations and other psychiatric symptoms as side effects 

associated with lamotrigine and therefore were included in this 

review. 

Psychotic symptoms have been reported with the use of 

lamotrigine (both as an anticonvulsant or mood stabiliser) but 

this reaction is mainly seen in patients with history of epilepsy. 

One study reported 4.8% incidence of psychiatric and 

behavioural side effects with lamotrigine in 546 patients with 

epilepsy. (4) 

Another study on paediatric patients showed that reversible 

visual and auditory hallucinations were reported in one patient 

among 9 patients with epilepsy who received lamotrigine 

treatment (mean age 5 years). (5)  

Villari et al published a literature review on psychiatric 

symptoms related to lamotrigine and included case reports 

documenting full acute psychotic episodes hallucinations and 

affective switching in patients with and without history of 

epilepsy.(6) 

They found one case report on hallucination with lamotrigine 

in bipolar patient without epilepsy. In patients with epilepsy, 

they reported two cases reports and one case series (total 

number of patients 9) developing psychotic symptoms 

following lamotrigine and one randomised controlled trial in 

which four out of 216 patients stopped lamotrigine due to 

psychotic symptoms (including hallucinations and delusions). 

The authors concluded that majority of the case reports 

concluded that these symptoms were lamotrigine-induced due 

to the temporal association with lamotrigine treatment and 

favourable outcome following drug withdrawal. It also appeared 

that more case reports were from patients with epilepsy, 

suggesting lower incidence in patients without this condition. 

Chistyakova and Amos (7) reported a case of delirium 

associated with lamotrigine use. The dose of lamotrigine was 

increased from 200 to 400 mg over two weeks prior to her 

admission. The patient reported visual and auditory 

hallucination with confusion. She took an accidental overdose 

of her medication (200 mg of fluoxetine and 2800 mg of 
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lamotrigine) due to her confusion and medications were 

stopped. 

The authors concluded that delirium may result from 

lamotrigine toxicity or drug interaction with fluoxetine. 

Uher and Jones in 2006 (8) reported a case of a 42-year-old 

woman with bipolar affective disorder with comorbid alcohol 

abuse and no history of  neurological illness. 

The patient tolerated an initial dose of lamotrigine 50 mg/day 

but following a dose increase to 100 mg/day, she reported vivid 

dream-like experiences and subsequently she reported visual 

hallucinations. These symptoms subsided over a few days when 

the dose was decreased to 50 mg/day. 

The authors suggested a causal association through this dose 

dependent effect but also pointed out that the concurrent 

alcohol abuse may have been a contributing factor. 

They also highlighted the paucity of case reports documenting 

this rare adverse reaction and identified two similar case reports 

in their references (which we were unable to get their full text) 

and a third paper reporting hallucination in 2 out of 108 

patients with epilepsy on a combination of lamotrigine and 

sodium valproate (9) 

Hallucination with lamotrigine when combined with valproic 

acid was also reported in a case report by Roberts et al (10) in 

14 year old girl with epilepsy when it was added to valproic acid 

and it was suggested that this adverse effect may be due to an 

interaction between the two medications causing lamotrigine 

half-life to triple with valproic acid. 

Learning points: 

• Lamotrigine is an anticonvulsant with an established role in 

management of bipolar affective disorder, particularly for 

the treatment and prevention of depressive episodes. 

• However, it appears to be associated with variable incidence 

of psychiatric symptoms which should be known to the 

prescriber and patient. 

• These adverse effects are mainly seen in patients with 

history of epilepsy but can occur in patients with mental 

health problem without epilepsy. 

• Different mechanisms for inducing these psychiatric 

symptoms have been suggested, including idiosyncratic 

reaction, lamotrigine toxicity as a result of concomitant use 

of another drug that affect lamotrigine metabolism (e.g., 

valproic acid) and delirium. 

• Examples of these psychiatric symptoms including affective 

switches in depressed patients with bipolar disorder, 

hallucinations in depressed patients, delirium and psychotic 

symptoms (mainly hallucinations and delusions) in patients 

with or without epilepsy. 

• Reversible and severe psychiatric disturbances associated 

with lamotrigine therapy are rarely reported in literature 

and more research is needed to identify population at risk. 

• Patient education about these rare but frightening side 

effects is essential to improve medication adherence and 

better outcome of the management of the mental disorder. 

 

Patient perspective: 

“The first hallucination I had was one hour roughly after taking 

lithium and lamotrigine. It was the Pope which appeared as 

bright light on my wall. He was wearing a white gown and he 

had gold jewellery. The picture was so clear and very detailed. 

I’m not religious and this image would not be something I 

would think of. 

Every day on lamotrigine I had black spots moving quickly 

around the walls. They were in size of about an inch, 20-30 

moving around at one time. Like spiders but without legs. I was 

really scared at first because I hate spiders. It was very unsettling 

and I changed my whole bed, away from my wall, and had 

trouble sleeping. 

There was another night when I had similar to the black dots, 

where instead I had smaller black dots like bees moving into the 

corner of my room. They were all slightly moving as if they 

were getting their places. There were hundreds of them. 

The scariest incident that happened was hearing voices 

downstairs. I was so sure that people had broken into the house; 

I went downstairs armed with razors. I was going to cut DNA 

from the burglars to give to the police as evidence. When I 

checked the house, there was no one there. 

When I was taking lamotrigine with the lithium, it made me 

very unsettled, more anxious and mentally unstable. I was so 

tiered for not sleeping and my decisions irrational. It wasn’t a 

pleasant place to be for me personally.” 

Competing Interests  

None declared.  

Author Details  

Yasir Hameed (MRCPsych), Specialist Registrar, Old Age and General 

Adult Psychiatry, Norfolk and Suffolk NHS Foundation Trust. Jacobus 

Hamelijnck (MRCPsych), Consultant Psychiatrist, Northgate Hospital, 

Norfolk and Suffolk NHS Foundation Trust, Great Yamrouth, 

Norfolk, UK, NR30 1BU.  

CORRESSPONDENCE: Yasir Hameed (MRCPsych), Specialist 

Registrar, Old Age and General Adult Psychiatry, Norfolk and Suffolk 

NHS Foundation Trust, Northgate Hospital, Great Yamrouth, 

Norfolk, NR30 1BU.  

 

REFERENCES 

1. Naranjo CA, Busto U, Sellers EM et al. A method for estimating the 

probability of adverse drug reactions. Clin Pharmacol Ther 1981. 30 

(2): 239–245. 

2. National Institute of Health and Clinical Excellence. Bipolar disorder. 

The management of bipolar disorder in adults, children and 

12



 British Journal of Medical Practitioners, June 2014, Volume 7, Number 2 

 

BJMP.org 

adolescents, in primary and secondary care. NICE clinical guideline 

CG38. http://guidance.nice.org.uk/CG38 

3. Goodwin GM. Evidence-based guidelines for treating bipolar disorder: 

revised second edition-recommendation from the British Association 

for Psychopharmacology. Journal of Psychopharmacology 

2009;23(4):346–388.  

4. Weintraub D, Buchsbaum R, Resor Jr SR, et al. Psychiatric and 

behavioural side effects of the newer antiepileptic drugs in adults with 

epilepsy. Epilepsy Behav 2007; 10: 105-10 

5. Cardenas J.F.,Rho J.M.,Ng Y.-T. Reversible lamotrigine-induced 

neurobehavioral disturbances in children with epilepsy. Journal of 

Child Neurology 2010; 25 (2): 182-187.  

6. Villari V. Roccab P, Frieria T, Bogettob F. Psychiatric symptoms 

related to the use of lamotrigine: a review of the literature. Funct 

Neurol 2008. 23(3):133-136. 

7. Chistyakova Y, Amos J. Delirium associated with lamotrigine and 

fluoxetine treatment. Am J Psychiatry2008;165(7):918. 

8. Uher R, Jones HM. Hallucinations during lamotrigine treatment of 

bipolar disorder. Am J Psychiatry 2006;163:749-750. 

9. Faught E, Morris G, Jacobson M, et al. Adding lamotrigine to 

valproate: incidence of rash and other adverse effects: Postmarketing 

Antiepileptic Drug Survey (PADS) group. Epilepsia 1999; 40:1135–

1140. 

10. Roberts C, Davenport R, Patel H, et al. Hallucinations during 

lamotrigine treatment. The Nurse Practitioner 2008;33:12-13. 

 

 

 

 

 

 

 

 

   

13



 British Journal of Medical Practitioners, June 2014, Volume 7, Number 2 

 

BJMP.org 

BJMP 2014;7(2):a712 

 

 

 
Carbimazole induced ANCA Positive Vasculitis 
 
Yasmeen Ajaz and Sameem Matto 

 
 
Abstract  

Anti-throid drugs like propylthiouracil and carbimazole are the main drugs prescribed for hyperthyroidism worldwide. Vasculitis related to anti-thyroid 

medication is very rare and can be potentially life threatening, if not recognized early. We report a female patient with Graves’ Disease who developed 

ANCA positive vasculitis due to carbimazole. The episode was characterized by a Raynaud’s Phenomenon of hands and feet and small joint arthritis. To 

our knowledge this is the first ANCA positive carbimazole induced vasculitis case reported from United Arab Emirates. 

Keywords:  Carbimazole, ANCA, Vasculitis, Hyperthyroidism, Raynauds Phenomenon, Graves Disease, Antithyroid Drugs.  

Abbreviations: TSH-Thyroid stimulating hormone, FT3-Freetri-iodothyronine, FT4-Free thyroxine, ANCA-Antineutrophilic cytoplasmic antibodies, 

CRP-C reactive protien, ESR-Erythromicin sedimentation rate, ECG-electrocardiogram, ATD-Antithyroid drugs, PTU-Proplythiouracil, ANTI-TPO-

thyroperoxidase, MPO-Myeloperoxidase 

 

 

Introduction 

Hyperthyroidism is a common endocrine disorder and is mainly 

treated with anti-thyroid medications like propylthiouracil 

(PTU) and carbimazole. These medications have a large 

number of adverse effects, the commonest being skin rashes, 

and some are rare like agranulocytosis. Vasculitis is uncommon, 

but ANCA positivity is reported more in propylthiouracil and 

rarely with carbimazole or methimazole (1).We report a female 

patient with Graves’ disease who developed ANCA associated 

vasculitis while on carbimazole treatment. 

Case report 

A 29 year old female Filipino patient came to us with history of 

palpitations, tremors and weight loss for the last one month. 

Her thyroid profile showed severe hyperthyroidism (TSH 

<0.005, FT3-11.5, FT4-45.6) She was diagnosed with Graves’ 

disease as her anti-TSH receptor positive and was started on 

carbimazole 10mg tds. After three weeks of treatment, she 

developed macular rash over arms and legs and swelling of small 

joints of both hands. She noticed pain and colour change of 

both the hands and experienced typical Raynaud’s 

phenomenon. She had no renal or lung involvement. 

On examination her blood pressure was 120/84mmHG, pulse 

104 beats per min, temperature -37.1̊C. She had a mild diffuse 

goiter. Her X-ray chest, ECG and urine dipstick routine were 

all normal. Her CRP and ESR were raised. X-rays of the hands 

were normal. P-ANCA was positive. Antimyeloperoxidase 

antibody was positive. Anti-TPO and TSH receptor antibodies 

were positive. 

Diagnosis of carbimazole induced vasculitis was made. The 

patient was treated with prednisolone 40mg daily once daily  

 

 

which was tapered over three weeks. She improved within 

48hours and was asymptomatic after three weeks. She was 

treated successfully with radioiodine ablation. Her MPO-

ANCA after 6 months was negative. 

 

Figure1. Pictures of the hands showing Raynaud’s phenomenon 

 

Figure2. Pictures of the hands showing Raynaud’s phenomenon 
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Discussion 

ANCA positive vasculitis in association with antithyroid drugs 

was first reported in 1992 (2).There has been 32 cases of ANCA 

positive vasculitis associated with antithyroid medications 

reported up until now (3). The presenting symptoms are 

variable and may include renal involvement (67%), arthralgias 

(48%), fever (37%), skin involvement (30%), respiratory tract 

involvement (27%), myalgias (22%), scleritis (15%) and other 

manifestations (18%) (3). 

In these patients the underlying thyroid disease is most 

commonly Graves’ disease but ANCA positive vasculitis has 

also been seen with association with toxic multinodular goitre 

(4). Recent studies have shown high frequency of ANCA 

positivity in patients with Graves’ disease treated with 

antithyroid medications, especially with PTU. Most cases of 

ANCA positivity are seen in patients on long term therapy 

(greater than 18 months) or in those with recent 

commencement of therapy as seen in our patient. However, a 

small percentage of these go on to develop features of vasculitis 

(3). 

The majority of cases of vasculitis (88%) have been reported in 

association with PTU, vasculitis associated with carbimazole is 

very rare (5, 6, and 7). The pathogenesis of ATD associated 

vasculitis is not clearly understood. PTU has been shown to 

accumulate within neutrophils (8) and bind myeloperoxidase 

(9). The binding alters the configuration of myeloperoxidase (9) 

and may promote formation of autoantibodies in susceptible 

people. There has been no data with regards to whether 

carbimazole can alter the configuration of myeloperoxidase. 

ANCA positive vasculitis may be more common in patients of 

Asian ethnic origin, with half of cases reported from Japan (3). 

Our patient was from Philippines. 

Wadw et al have reported 25% of patients were positive for 

MPO-ANCA in PTU group whereas in methimazole group 

3.4% were positive (10). 

This case highlights the awareness of this relatively rare adverse 

effect of a thyroid medication which may lead to fatal renal and 

pulmonary complications. Early diagnosis and withdrawal of 

the offending medication is important. In asymptomatic 

patients the significance of ANCA positivity is not clear but 

early definitive therapy in the form of radioiodine ablation or 

surgery should be considered. 
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Liver Veno-Occlusive Disease (VOD) in a patient given 6-Thioguanine for Crohn’s 
Disease 
 
Agata Salerno, Marco Vacante, Donatella Pollina, Benedetta Stancanelli, Silvia Martini, Ezio David and  Lorenzo 
Malatino 
 
 
Abstract  
6-Thioguanine (6-TG) is being given to patients with Crohn's disease failing conventional immunosuppression, but cases of hepatotoxicity have been 

reported. We report the case of a patient who developed acute sinusoidal obstruction syndrome after 3 months of successful 6-TG treatment. A complete 

regression of liver injury was observed after withdrawal of 6-TG. Our case-report underscores the risk of hepatic injury due to the administration of 6-TG 

for Crohn’s disease. We strongly recommend alternative therapeutic options in patients intolerant or resistant to conventional thiopurines. 

Keywords:  6-thioguanine, Crohn’s disease,  

hepatotoxicity, veno-occlusive disease.  

 

 

A 44-yr-old patient with history of ileal Crohn’s disease was 

admitted to our Department because of asthenia, subclinical 

jaundice, painful hepatomegaly, fluid retention and ascites. In 

2008 the patient was diagnosed with bladder cancer and was 

treated by surgical resection of the cancer and intravesical 

chemotherapy with mitomicyn C. In 2010 he was given 

azathioprine (AZA) at 2 mg/kg for Crohn’s disease and 3 

months later he developed an increase in serum alkaline 

phosphatase, gamma-glutamyl transpeptidase and 

transaminases. He was then started on 1.5 mg/kg 6-

mercaptopurine (6-MP) once daily. After 9 months he stopped 

6-MP because of nausea, vomiting and abnormal liver function 

tests; 6-MP was therefore discontinued until the normalisation 

of markers of liver function. Two months later, when the 

transaminases were within the normal range, he received 6-

thioguanine (6-TG) 25 mg a day, that was progressively 

increased to 80 mg a day. Three months later, the patient was 

referred to our Department with painful hepatomegaly, ascites 

and asthenia. Laboratory tests on admission revealed an 

elevation in AST 198 U/l and ALT 209 U/l. Total bilirubin was 

3 mg/dl (direct bilirubin 1.5 mg/dl), LDH 784 U/l, alkaline 

phosphatase 191 U/l and ammonia 112 umol/l. Virological 

markers (HBsAg, HBcAb, anti HCV, HBV DNA) were 

negative. Patient was apyrexial, showed normal blood pressure 

(130/80 mmHg), tachycardia (110 bpm) and 97% SaO2 on 

room air. Physical examination revealed right hypochondrial 

tenderness, abdominal distension and shifting dullness, 

suggesting the presence of ascites. The rest of the physical 

examination was unremarkable. An echo-Doppler evaluation 

revealed thin linear suprahepatic veins and confirmed the 

presence of ascites. A CT scan of the abdomen showed 

hepatomegaly with dishomogeneous enhancement after dye 

injection (mosaic pattern). There was no evidence of any 

FIGURE 1A. CT scan of the abdomen on admission: Dishomogeneous 

enhancement of the liver after dye injection (mosaic pattern) (arrow). 

Suprahepatic veins are not detectable. 

 
FIGURE 1B. Histological pattern of the liver biopsy specimen: marked 

centrilobular congestion (arrows) with hepatocyte dropout. There is no 

evidence of centrolobular veins thrombosis. 
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venous thrombosis or splenomegaly (Figure 1A); 6-TG was 

withdrawn empirically and the patient was started on therapy 

with albumin 25 g/day and spironolactone 200 mg/day. The 

average serum Na+ level during diuretic treatment was 134 

mEq/l. An abdominal paracentesis of two litres was necessary, 

due to the progressive increase of ascites.  

FIGURE 2A. Echography of the liver at follow up. No evidence 

of ascites. 

 

FIGURE 2B. Echography of the liver at follow up. No evidence 

of ascites. Suprahepatic veins are detectable (arrow) 

A routine laboratory investigation of ascitic fluid showed < 500 

leukocytes/µL and < 250 polymorphonuclear leukocytes 

(PMNs)/µL. The ascitic fluid total protein level was 2.1 g/dl 

and serum-ascites albumin gradient (SAAG) was > 1.1 g/dL. No 

neoplastic cells were found. A transjugular liver biopsy was then 

performed, showing marked centrilobular hemorrhage with 

hepatocyte necrosis. There was mild ductular reaction, with no 

evidence of centrilobular vein thrombosis. The histologic 

diagnosis confirmed veno-occlusive disease (VOD) (Figure 1B). 

Screening for thrombophilia was also done, showing low levels 

of serum protein C and protein S. There was no mutation of 

JAK-2 V617F. The patient was then treated with a hyposodic 

diet, mild hydric restriction, enoxaparin,spironolactone, 

lactulose and omeprazole. He was discharged two weeks later, 

and after 3 months a complete regression of ascites and 

hepatomegaly occurred, and echography of the liver was 

unremarkable (Figure 2A and 2B). 

Discussion 

Although VOD was known among complications of 6-TG in 

childhood, this case-report emphasises the occurrence of VOD 

in adults with Crohn’s disease, as first described by Kane et al. 

in 20041. The thiopurine drugs were developed more than 50 

years ago, and 6-MP was first used as a drug in 19522. Since 

then, 6-MP and 6-TG have been widely used to treat acute 

lymphoblastic leukemia in children. VOD mimicking Budd-

Chiari like disease was then described as a frequent 

complication of 6-TG in pediatric patients given the drug for 

lymphoblastic leukaemia. Later on, in 1976, Griner et al. 

described the cases of two adult male patients with acute 

leukaemia developing a fatal Budd-Chiari-like disease while 

receiving 6-TG3. Since patients were given 6-TG plus cytosine 

arabinoside, authors were unable to ascribe this complication 

solely to 6-TG3. VOD exclusively related to 6-TG was first 

described by Gill et al., who observed a clinically reversible liver 

VOD developing in a young man with acute lymphocytic 

leukemia after 10 month administration of 6-TG4. 

Furthermore, sinusoidal obstruction was also reported in a 

patient with psoriasis treated with 6-TG and other cytotoxic 

therapy5. In 2006, a European 6-TG Working Party established 

that 6-TG should be considered a rescue drug in stringently 

defined indications in inflammatory bowel diseases (IBD). The 

indication for administration of 6-TG should only include its 

use for maintenance therapy as well as intolerance and/or 

resistance to aminosalicylates, azathioprine, 6-mercaptopurine, 

methotrexate and infliximab. Moreover, 6-TG must be 

withdrawn in case of overt or histologically proven 

hepatotoxicity6. Although Ansari et al 7 found no nodular 

regenerative hyperplasia (NRH) in the liver of patients given 6-

TG, Dubinsky et al.8 described NHR as a common finding in 

6-TG-treated patients with inflammatory bowel disease in the 

absence of VOD. By contrast, in our case report we showed 

histological pattern of VOD and, in accord with Gisbert et al.9, 

would suggest that 6-TG should not be administered out of a 

clinical trial setting. Given that the proportion of patients with 

Crohn’s disease achieving an improvement of symptoms during 

6-TG treatment is similar to that after methotrexate10 or 

infliximab6, these drugs should therefore be considered as 

second line therapy in patients intolerant or resistant to 

azathioprine and 6-mercaptopurine. 
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Tracheo esophageal fistula 
 
 
M Suresh Babu, Deepak Suvarna, Chandrashekhar Shetty and Aditya Nadella 
 
 
 

A 40 year old patient presented to the hospital outpatient 

department with one year history of cough, choking sensation 

following swallowing, hoarseness of voice and loss of weight. 

History revealed his previous hospital admission 1 year back for 

management of organophosphorus poisoning during which he 

was intubated and put on mechanical ventilator for 10 days. 

Patient developed the symptoms a month after his discharge 

from the hospital. Cranial nerve examination was within 

normal limits.  

Fig 1: Barium swallow illustrating a dilated oesophagus and the 

TOF with resultant contamination of the trachea and bronchial 

tree 

Fig 2: Oesophagoscopy showing TOF 

 

What is the possible diagnosis? 

1. Gastro-oesophageal reflux disease 

2. Tracheo-oesophageal fistula 

3. Oesophageal diverticula 

4. Oesophageal rupture 

Correct answer: 

2. Tracheo-oesophageal fistula 

Discussion: 

A tracheo-oesophageal fistula (TOF) is a communication 

between the trachea and oesophagus which can be congenital or 

acquired. Congenital and acquired TOFs are associated with 

multiple complications, including poor nutrition, recurrent 

pneumonia, acute lung injury, acute respiratory distress 

syndrome, lung abscess, bronchiectasis from recurrent 

aspiration, respiratory failure, and death. Acquired TOFs occur 

secondary to malignant disease, infection, ruptured diverticula, 

and trauma.1, 2 Acquired TOFs are quite rare, and incidence 

rates have not been well documented. Post intubation TOFs 

uncommonly occur following prolonged mechanical ventilation 

with an endotracheal or tracheostomy tube. TOFs caused by 

endotracheal tube intubation depend on several factors, 

including prolonged intubation, an irritating or abrasive tube, 

and pressure exerted by the cuff. Pressures exceeding 30 mm Hg 

can significantly reduce mucosal capillary circulation and result 

in tracheal necrosis. Cuff pressure is particularly risky when 

exerted posteriorly against a rigid nasogastric tube in the 

oesophagus. Poor nutrition, infection, and steroid use cause 

tissue alteration, which predisposes patients for the 

development of TOFs. As a result of laryngeal bypass, spillage 

of oesophageal contents occurs into the trachea. Saliva, food 

and gastric juice contaminate the airways. This leads to 

congestion, infection, pneumonia, bronchial obstruction, 

atelectasis and respiratory distress. The severity of 

contamination depends on the width and length of the fistula as 

well as the posture of the patient. Spontaneous closure of non-

malignant TOFs is exceptional. 
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Patients with acquired TOFs have high mortality and morbidity 

rates because of critical illnesses and co-morbidities. Acquired 

TOFs may occur in individuals of any age, and elderly 

individuals are at increased risk if they become ventilator 

dependent because of respiratory failure. Acquired TOFs can be 

diagnosed by instillation of contrast media into the oesophagus 

(Fig.1) or during direct visualization by flexible oesophagoscopy 

(Fig.2) or bronchoscopy. A high index of suspicion is needed to 

diagnose tracheo-oesophageal fistula in a post intubated patient 

presenting with symptom of cough following deglutition. Since 

acquired TOFs do not close spontaneously, surgical repair is 

needed if the patient is stable enough.3, 4 Critically ill patients 

are managed conservatively until stable enough for a major 

surgical procedure. 

Typical oesophageal symptoms of gastro-oesophageal reflux 

disease include heartburn, regurgitation and dysphagia. The 

classic presentation of spontaneous oesophageal rupture is chest 

pain and subcutaneous emphysema after recent vomiting or 

retching (Mackler’s triad) in a middle-aged man with a history 

of dietary over-indulgence and over consumption of alcohol. 

Oesophageal diverticula presents with oropharyngeal dysphagia, 

usually to both solids and liquids, which is the most common 

symptom. Retention of food material and secretions in the 

diverticulum, particularly when it is large, can result in 

regurgitation of undigested food, halitosis, cough, and even 

aspiration pneumonia. The patient may note food on the pillow 

upon waking up in the morning.
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The twitching leg 
 
 
Jose A Egido and Ana M Garcia 
 
 
Abstract  
A 87-year-old man was admitted to the Acute Stroke Unit and incidental spontaneous movements were seen at rest. Differential diagnosis and ancillary 

tests are discussed in this article. 

Keywords:  Fasciculation, neurological examination, radiculopathy  

Abbreviations: ALS: amyotrophic lateral sclerosis EMG: electromyography MRI: magnetic resonance imaging 

 

Clinical Scenario / Question 

An 87-year-old gentleman was admitted after sudden dysarthria 

and left facial palsy due to a right internal carotid artery 

occlusion. On examination, incidental spontaneous movements 

were seen at rest in the left leg (video), with bilaterally 

diminished Achilles reflexes. Patient was unaware of this 

finding. Muscle atrophy and hypoesthesia were not present. 

When walking on heels, left foot dorsiflexion was impaired. 

What kind of physical finding is shown in this video? 

http://youtu.be/cmhCoYCAC20 

A. Myoclonus 

B. Dystonia 

C. Tremor 

D. Chorea 

E. Fasciculation 

F. Myokymia 

Answer / Discussion 

Focal fasciculations in the tibialis anterior muscle are shown. 

When walking on heels, left foot dorsiflexion was slightly 

impaired. 

Fasciculation is a brief, twitching, spontaneous involuntary 

contraction affecting muscle fibres served by one motor unit, 

which may be visible under skin. When present, they reflect 

denervation. 

A complete history intake and neurological examination will 

lead to a sensible diagnostic work-up and to set a prognosis. 

Clinical differential diagnosis is presented in table 1. 

Localization helps in diagnosis: fasciculations can be generalised, 

in metabolic-toxic conditions, the benign fasciculation 

syndrome and degenerative disorders of anterior horn of spinal 

cord, as amyotrophic lateral sclerosis; segmental, as in 

syringomyelia; or focal, affecting the muscles controlled by a 

nerve or spinal root. When fasciculations are in a distribution 

that cannot be explained by plexus, root or nerve lesion 

amyotrophic lateral sclerosis (ALS) must be ruled out as soon as 

possible. 

Table 1: Key points for clinical diagnosis 

Myoclonus 
Brief, shocklike involuntary contraction of a muscle 

or group of muscles 

Dystonia 
Involuntary muscle contraction that can cause slow 

repetitive movements or abnormal postures 

Tremor 
Involuntary rhytmic contraction of antagonistic 

muscles 

Chorea 

Involuntary irregular movement that starts in one 

part of the body and moves unpredictably and 

continously to another part, like “dancing” 

Myokymia 

Involuntary spontaneous quivering, writhing 

movements within a single muscle not extensive 

enough to cause a movement of a joint 

 

Evolution findings are also pivotal. The absence of muscle 

atrophy suggests that an acute or subacute nerve lesion is 

present, although a limited chronic nerve lesion cannot be 

excluded based on that observation alone. A clinical 

examination should be repeated at least every six months to 

assess progression, muscle weakness, upper motor neuron signs 

and other findings, such as bilateral wasting of the tongue, the 

“split hand”, head drop, emotionality and cognitive or 

behavioral impairment1 

It is also very important to rule out any 

possible metabolic disorder, as toxic conditions. Earl Grey tea 

intoxication has been reported as a cause of widespread 

fasciculations and cramps2 

Electromyography (EMG) is the recording of the electrical 

activity of the muscles. It supports the clinical suspicion and  
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helps in the topographic diagnosis. If ALS is suspected, a 

systematic examination of clinically uninvolved muscles has to 

be done for 2 minutes as fasciculations are the hallmark of this 

condition. As fasciculation potentials in ALS and benign 

fasciculation syndrome are indistinguishable on grounds of 

waveform parameters3 and there is not a reliable biological 

marker of the disease, a minimum follow-up of 6 months is 

required before setting a prognosis. When non-progressive 

isolated fasciculations of the tibialis anterior muscle, it has to 

been examined the 5th lumbar root and the deep peroneal nerve, 

as localizer sensory symptoms may be absent4, and to rule out 

any more diffuse neurogenic processes. 

Magnetic resonance imaging (MRI) is supportive to EMG 

findings as it is very sensitive in detecting anatomic changes that 

could be responsible for the radiculopathy, but there are other 

causes of radiculopathy besides nerve root compression. 

Moreover, lumbar disk protrusions can be found in 

asymptomatic patients independent of age5. Therefore, MRI is 

not appropriate if pain or foot drop are not present. 

Finally, an isolated chronic left L5 radiculopathy was diagnosed 

related to lumbar spondyloarthrosis.
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Spotted Bone - A Spot Diagnosis 
 
Abdul Rehman Arshad, Asif Rahman, Shafqat Hussain 
 
 
Abstract  
A young male was incidentally diagnosed to have a rare disorder on X rays done to rule out a bony injury after trauma to his left wrist. The radiological 

findings and differential diagnosis are briefly discussed. 

Keywords:  bone dysplasia, osteosclerosis, osteopoikilosis  

 
 

Clinical Scenario / Question 

A 26-year-old previously healthy male presented with a two day 

history of pain in his left wrist following trauma inflicted while 

playing volleyball. It was aggravated by movements around the 

affected joint. Clinical examination revealed mild tenderness 

over the left wrist with full range of movements and absence of 

any swelling. Distal neurovascular status was intact. X-ray of the 

left hand and wrist was done to rule out an injury to the bones 

(Fig. 1). 

Fig. 1: X-Rays of left hand and wrist 

What diagnosis does the X-ray findings indicate? 

• Fracture of left scaphoid bone 

• Osteoblastic metastases 

• Osteopathia striata 

• Tuberous sclerosis 

• Osteopoikilosis 

 

Answer / Discussion 

The X-ray in Fig. 1 shows multiple small hyperdense oval and 

circular lesions scattered in all small bones of the left hand, with 

preservation of cortical thickness. These findings are suggestive 

of osteopoikilosis. Similar lesions were also present in the 

contralateral hand and wrist, as well as the pelvis (Fig. 2), on X-

rays done subsequently. 

Fig. 2: X-Ray Pelvis showing bone islands 

Patient was counselled and reassured about the radiological 

findings. He was prescribed oral Paracetamol and topical 

Piroxicam for three days and asked to rest the affected joint. 

Osteopoikilosis (also called spotted bone) is a benign, possibly 

autosomal dominant dysplasia of bones, occurring in 1 per 

50,000 people.1 Small bones of hand and feet, long tubular 

bones and pelvis are most frequently affected. The condition is 

asymptomatic and is diagnosed incidentally on radiographs 

taken for other problems. The diagnosis is straightforward, 

based on the typical radiological appearances of small (up to 

10mm) hyperdense opacities distributed symmetrically. No 

further investigations or any specific treatment are indicated. 

Patients need to be reassured about the benign nature of 

radiological findings. 

Osteoblastic metastases occur in the older age group, are 

generally larger in size and do not have such a uniformly 

symmetric distribution. Osteopathia striata is another rare bone 

dysplasia, characterized by long hyperdense striations mainly in 

the metaphyses of long bones and pelvis.2 Sclerotic bone lesions 

in tuberous sclerosis are frequently seen in the axial skeleton 
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especially calvarias and spine, are at times distributed focally 

and have irregular borders and variable size.3 Subperiosteal new 

bone formation may be present and other clinical features like 

epilepsy may also provide a clue. As seen in Fig. 1, there is no 

break in the continuity of scaphoid bone, thus ruling out a 

fracture. 
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"Of  Psychosis" - A Poem by Dr Javed Latoo 
 

This poem was written with the intention of increasing awareness of psychosis amongst the medical fraternity and general public.  It is 

written in jargon free English language and highlights the important features of this medical condition. 

 

When our beautiful mind feels all muddled up and 

   Ripe with a tendency to draw bizarre conclusions; 

Hearing or seeing imaginary things as in a dreamland 

 Experiencing unreal things like unwanted intrusions. 

  

When we worry about other people’s intentions 

   Suspicious of being followed stirs waves of stress; 

Carrying a tempest of troublesome mental tensions 

   Due to a belief that others are talking about us. 

  

Stress of preoccupation with an unfounded belief  

   Of not being in control of our mind and body; 

Worrying about being controlled invokes a great grief 

   Making us anxious and suspicious of everybody. 

  

Holding an inflated view of being able to communicate 

   With God, aliens and royalty with a pleasure; 

Insisting to possess powers to heal, and elucidate 

   Being royal with an ability to control the weather. 

  

Being blissfully ignorant of lack of motivation, idleness 

   And apathy during the spring of our lives; 

Often ignoring our daily personal cleanliness 

   With no interest to tidy up due to the lack of strives . 

  

Soiled and too weary by the lack of enough sleep 

   Grief of our favourite food not appealing anymore; 

Our neglect may even turn a house into a trash heap  

   With a brain too bewildered to focus furthermore. 

  

This muddled state of mind is an illness called psychosis 

   Not a curse or black magic or witchcraft; beware 

This is a temporary phase rather than an eternal stasis 

    Treatment is available instead of never ending despair. 
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A Very Important Doctor 
 
 
Frances J Dunne 
 
 
 
 
Once upon a time there lived a quite wealthy young man - in 

the sense that he was quite smug and comfortable, never really 

wanting for anything. ‘Wealthy people don’t have to concern 

themselves about others or indeed material matters, he used to 

say to himself, blissfully unaware of the dramatic irony in his 

statement. He had tons of clothes (which made it difficult to 

decide what to wear each day), lived on his own in a big house 

almost the size of a mansion, went on lots of holidays to exotic 

places, ate in the best restaurants, and by all accounts had no 

worries whatsoever. He was a man of modest intelligence, quite 

tall and stout with an arrogant (or should I say confident) 

manner. He could quite easily win an argument because he 

would literally wear his opponent down with the ferocity of his 

delivery, even though it bore little substance. 'I could be a 

politician because I am so good at debating sensitive issues 

which affect ordinary people, he would reflect when on his 

own, which was frequent. 

His parents had so much money (from their banking business) 

to fritter away and therefore had no trouble finding him a 

suitably big house (almost as large as a mansion as stated) in a 

fashionable area of London. He also owned a house in 

Richleymanor, a wealthy, prosperous suburb of 

Richleyshire.  ‘Because I have no worries and am in perfect 

health', he said when he was only 16, 'I am going to become a 

doctor and heal people who are not rich enough to see me 

privately and who are a million times less fortunate than 

me.'  Such was his altruistic spirit. And so he studied as hard as 

he could because he had to (he was not the brightest card in the 

pack). With the help of his parents' influential circle of friends 

in the whole of Richleyshire who knew people in high places, he 

managed to secure a place in an elite medical school where only 

top doctors were trained - even though he did not possess any 

outstanding qualifications on leaving school. But that sort of 

thing doesn’t really matter if you possess an altruistic spirit. 'I 

mean', he reasoned, – 'Lots of famous people (including 

entrepreneurs) did not pass their final school year exams with 

Honours and I am just like them in that respect - really down-

to-earth, a man of the people.' 

On the first day of entry to the Royal Breedington University 

Medical School he was already planning his future career. Not 

for him the humdrum life of a family doctor. No - he was 

aiming for prestige and acclaim. He did not need the money 

though extra money would help 'because you can never have 

enough, especially if you want to help others less fortunate than 

yourself', he would say to himself. Such was his determination. 

'Should I become a great brain surgeon', he pondered one 

evening. Should I become an eminent cardiologist or a revered 

obstetrician? You see, for him it was not enough to be an 

ordinary doctor - one had to be special in some way. These 

careers and others (the field of Medicine is huge) he considered. 

Then one day he decided: 'I know now what to do'; I will get 

my basic qualifications out of the way and then embark on a 

career in Mentalology - a subject which was gaining great 

interest in the popular press. Even students at the University 

were talking about it. It was a higher degree than 

Neurodevelopmental Psychobabble (another much sought-after 

career, normally the reserve of doctors studying cerebrotherapy). 

So after lots and lots of postgraduate courses in Mentalology he 

finally passed the higher degree, becoming a member of the 

Royal College of Mentalologists (MRCM), spent 5 more years 

in training and became a Consultant Mentalologist at a very 

prestigious hospital, one which had links to a university, as it 

happened. His ultimate ambition was to become a Doctor in 

Medical Politics because he wanted to be in charge of doctors 

and patients but without the encumbrance of having to care for 

patients per se or to actually meet doctors. Not for him the 

drudgery of life in a hospital or general practice – no - one 

needs to earn as much as possible by doing the least work, 

rather like Business Executives, he would ruminate. 

Initially he enjoyed seeing a few patients here and there as par 

for the course, but because he felt he was a very important 

doctor, he needed to move up the ladder to the higher echelons, 

managing other doctors who might in turn benefit from his 

great wisdom and enormous insight, accrued in just 8 years 

training! He decided that he was too important to be seen 

hanging around hospital wards or in the outpatient department 

and so spent nearly all his time in the library and at meetings, 

apart from breakfast and lunch. He always had breakfast in the 

hospital canteen to show he had the common touch, and 

sometimes he would make a point of staying on longer after 

lunch in order to mix with other not-so-important doctors, who 
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would laugh and grovel obsequiously at his every spoken word. 

Then suddenly he was off, and would be seen bustling and 

rushing through the canteen doors on his way to a very 

important event at the prestigious headquarters of the 

Organization, where he would sit three seats away from the 

Lord High Superexecutive Chief of the Organization 

(LHSCO), a very long title indeed but when one is important 

one usually has imposing if not long titles. Such was the circle 

the very important doctor was mixing, it explained why he was 

hardly ever seen in the hospital outside lunch hours or 

breakfast. Because, you see, in his estimation or rather esteemed 

opinion, if one is not around much then one must be a very 

important person indeed. 

Sometimes he was seen rushing off to other very important 

meetings at a top-class hotel where there would be a special 

Conference Room; sometimes he was at meetings all day. 

However, often it was difficult to find out exactly what he was 

doing or where he was because many of the meetings were high 

level top-secret meetings; for example, a Superexecutive meeting 

lasting a whole hour might have on the agenda a motion to 

close down the hospital outpatient department because patients 

were costing the Organisation too much money. That 

superfluous-to-requirements money could be better spent on 

holidays and pay rises for other but not-so-important medical 

chums as well as serious-minded managers who in turn might 

do him a favour later on. 'You never know what's around the 

corner', he always used to say in one of his contemplative 

moments. The Organization often talked about very big issues 

such as Doctor Management Downcasting (how to keep those 

grasping medics in line) and Patient Empowerment, even 

though patients were never included in any discussions about 

where they would go when their hospital closed 

down.  Sometimes meetings would extend until the early hours 

of the morning, which suited the very important doctor because 

he had no family to worry about or other personal 

commitments and could come and go as he pleased. Others had 

to stay on at the very important meetings regardless of their 

personal circumstances. Sometimes he was so exhausted 

attending meetings he would spend the following afternoon on 

the golf course relaxing before attending another evening 

conference. 'I don't know how he does it', his reverential 

colleagues would mutter, in hushed tones. 'He deserves another 

award for taking time off to recharge his batteries for the next 

meeting'. 'It is quite astonishing how much energy some people 

have', he would say contentedly to himself.' 'What would the 

Organisation do without someone of my great leadership 

skills’?, he asked himself many times in a semi-congratulatory 

tone. 

Nothing would deter the very important doctor from achieving 

his goals and pleasing the Organisation. After all, this was the 

way to the top of the medical hierarchy – Doctor of Medical 

Politics (DMP) and Chief Scientist and Supervisor of the 

Faculty of Mentalology (CSSFM for short) was his goal. First 

he set out some decrees or edicts. These would all come under 

the rubric 'Management Directives', or put in another way, 

informing his colleagues in a polite but firm manner how he 

would  delegate them to do ‘this and that', and therefore no one 

would blame the very important doctor for say, dismantling any 

part of the service; besides, his sheer tenacity and doggedness 

(character traits which he had cultivated from his seniors) 

gained him further admiration from the legions of subdoctors 

(doctors who were under his control) who had to yield to his 

commands. He would sometimes act very humble when 

questioned about his ruthless tactics and would feign innocence 

(or was it impotence) in the face of criticism. No, it was the 

Organization 'calling the shots', as he used to describe it, 

callously ignoring the plight of his colleagues and patients. 

It was strange that he could never recall or at least did not seem 

to know any of the names of people in the Organization who 

were responsible for the targets to be achieved. 'Anyway, most 

patients are not really ill, they just complain and they can jolly 

well go back to their own general practitioner if they want to 

bother someone', he would argue in one of his rare insights into 

the human condition, particularly when colleagues challenged 

him. His doctor 'associates' (he could never really truthfully call 

them friends) were stupefied by his perspicacity and visionary 

zeal and were in no doubt that in order to achieve a change in 

their practice it was better they were paid less and worked more 

intensely between 9am and 5pm. They could come in earlier or 

stay later if they wanted to of course, but no extra money was 

available for overtime because it was costing the Organization 

thousands of pounds annually. Best to give the bonuses to those 

who really deserved them - those Manager Doctors who were 

extremely busy writing protocols about Best Practice and Risk 

Assessments - real life-and - death issues, and spending at least 4 

hours every six months at very special high-powered meetings 

drafting 'outcome protocols'. So many emails to send out. This 

agenda was 'all in a day's work' for the very important doctor 

who needed to supervise this superhuman task in between 

meals. 

But even the very important doctor himself needed resources 

and time to carry out all this work. 'I know what', he said to 

himself one bright sunny Sunday morning on the golf course, -

  'I will reduce the amount of time doctors spend seeing patients 

and cut costs further in this way for all those dedicated doctors 

because dedication is costing too much'. One hospital in-

patient could cost the Organization £1000 a week, even more. 

'The doctors can still attend meetings in the hospital (no costs 

incurred) and do extra administrative work.' 'The bonuses will 

only go to those who have achieved a special distinction in 

doing the work of Managers and follow the party line'. 'Yes, 

that's the way forward', he thought to himself, in one of his rare 

flashes of brilliance. 'From now on doctors will only have to 

work 9-5pm'. 'The on-call commitments can be covered by 

NHS Indirect', the latter being a new company set up to replace 

doctors and nurses at night-time and weekends, usually manned 
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by staff from one of the local supermarkets. Surgeons would be 

then free to down tools at 5pm instead of wasting time (and the 

Organization's money) battling through endless hours of 

unnecessary exhaustive operations such as cardiac bypasses or 

hip replacements, which could easily be carried out in the 

patients' homes anyway. Psychobabble experts could use tick-

box rating scales or instruments to assess new referrals (no need 

to see patients, too costly). 

 There is no way to describe the tumultuous reception these 

ideas received at the Managers Annual Conference in Bristol, 

and the very important doctor received even more accolades. In 

fact, he was considered for a Rhodium Medal, the highest 

award in the land given to any doctor. Before being conferred 

with this precious and prestigious medal (because it can only be 

worn around your neck, or else it lies on the mantelpiece where 

nobody really notices it) he was given two lots of pay rises - one 

for services to the Organisation, the other for keeping the 

common grasping subdoctors in line by forcing them to sign in 

and out of work every day and by reducing their salaries. After 

all, there were rumours that the grasping, greedy subdoctors 

were beginning to think that perhaps the very important doctor 

was becoming too very very important. But they kept quiet in 

any event. 

His great achievement was the setting up of SCRAP (Strategic 

Commission for Rapid Abolition Programme) which set out a 

one-year plan of how to prevent any patient being seen by a 

doctor. The patient could be seen by any number of people, 

from the tea lady to the hospital porter, who were already 

working flat out on the minimum wage. At least they were not 

so expensive to keep on the pay roll. The next brilliant idea he 

concocted was to replace the word 'patient' with 'customer'. 

'Patient', he did not like. It gave the impression that someone 

was ill and needed to see a doctor. But with the New Opinion 

About Hospital Patients (NOAHPS in short) charter, the word 

'patient' did not fit the profile of an enterprising Organisation 

and so NOAHCS (New Opinion About Hospital Customers) 

sounded much better. All staff were thence ordered to use this 

terminology or face the consequences. It was rumoured that it 

was a sacking offence to use the word patient. He even sent an 

email to the same effect around the whole Organisation. No 

one spoke out for fear of reprisal and possible instant dismissal. 

He was applauded at every Organization meeting from that 

time on and was rewarded by being given Freedom of the 

Hospital. This meant he did not have to do anything really - 

just walk around shaking hands with everybody, telling them 

what a great job they were doing, and so forth. He used the 

phrase 'Congratulations on a job well done' as many as four 

times a day to different staff in the hospital. In private he would 

be irritated because he had to praise other people for what he 

truly believed were his achievements. 

By the end of each week he was so exhausted from sitting on 

comfortable chairs (some were so comfortable it was a real effort 

to get out of them) at the many meetings he attended that he 

would fly off to some far away country for a rest, though of 

course would endeavour to find out how that country 

dismantled its health service. Because of his enterprising 

attitude on behalf of the Organization these trips would be paid 

for and the very important doctor would not have to spend a 

penny. 'I deserve it because of all the hard work I am putting 

in', he used to say, to justify his huge salary and the enormous 

expenses paid for by the Organization. 'They obviously think 

very highly of me.' Besides, they know I would get a better 

salary elsewhere if they did not pay me such gigantic sums of 

money here', he would rationalise. But this suits me for the 

time. I have a big house in London near the University and an 

even bigger house in Richleyshire where I can play golf on the 

weekends and charge all my expenses to the Organization, even 

the Golf Club fees. 'Why not? Politicians were doing it', he 

would argue, in a rare utterance of cognitive dissonance (or 

pangs of conscience others might think) a term he had picked at 

one of the many important half-hour psychology conferences he 

attended (he was much too busy to stay to the end of any 

conference. 

As time passed he was beginning to think he needed a higher 

salary because time off and holidays were costing him money 

(domestic shopping, clothes, food, heating bills) despite the 

freebies. During his days off he would spend lots of time going 

to museums, visiting the theatre, eating in expensive restaurants 

and staying in luxury hotels not too far from home, say 10 miles 

or less. However, for him a real holiday was travelling abroad in 

a first class seat on a prestigious airline to faraway places. This 

gave him an edge over his less wealthy colleagues and he would 

often spend hours on his return recounting his great adventures 

and experiences abroad in exotic lands. 'He is so broadminded 

and well-travelled', his managerial associates would say with a 

feeling of unrequited envy.  It is quite remarkable how he 

manages to be in so many places at the same time - if only he 

could do the same at this hospital, we would be top of the 

League Tables for Hospital Risk (LTHR) and gain the 

recognition we deserve'. 'For all his hard work spent travelling 

abroad researching better ways of closing down wards and 

hospitals he now deserves a huge rise in salary'. 

And so it came to be. The very important doctor was given an 

extra allowance (EA for short) worth half his salary and a Credit 

for Working Hard Allowance (CWHA), both linked to his 

pension. He was also given a bonus allowance (BA) for sitting 

twice yearly on a Doctors Work Review Panel (DWRP) set up 

to deal with those doctors who were not pulling their weight or 

taking more than one day sick leave or 2 days annual leave at a 

time. Study leave had already been dropped because the very 

important doctor argued that if he did not need study leave 

then no one else did. Besides, ‘Who needs study leave when you 

can look things up on the internet – even how to carry out open 

heart surgery’. He would argue. Commitment to the 

Organization was his raison d'être. 
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And so it continued. After 10 years nearly all the patients had 

been discharged from the hospital and family doctors were 

sending them elsewhere into more luxurious, expensive, private 

hospitals for 'reviews, assessments, and second, third, even 

fourth opinions'. The Organization would pay for all this from 

the money it saved closing down the local hospital. This was the 

very important doctor's finest hour and for his services to the 

Organization he was awarded the Rhodium Medal at the 

Annual Convention of Supermanagers Conference. This award 

was inevitable, given all the time both home and abroad he had 

invested in this venture. Now the entire hospital could be closed 

down thereby saving the Organization millions of pounds. 

However, there was a problem with this way of operating, he 

began to think: ‘If the hospital were to close down there would 

be no need for an Organization to run it.  There would be no 

management posts and my post as MDP and CSSFM might be 

superfluous to requirements. 'I know what I will do' - he 

decided - 'When that happens I will apply for another post in a 

different Organisation and I am sure I will be successful given 

all the accolades I have received, and when that Organisation 

closes down with my help I will get an even bigger salary and 

move on to the next post'  -   maybe Minister for Health? 

To be continued  
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