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low score to the information received on the substitution of 
a brand name drug by a GD, similar to the results of other 
studies,[2-5] suggesting the need for greater health education. 
Possible study limitations include the fact that the results are 
only applicable to our organizational model and physicians, 
and cannot be easily generalized to other institutions. One 
limitation of the study may be due to recall bias, due to 
the time elapsed between the period of replacement of 
drug and the realization of the interview. However, all 
patients were taking a drug at the moment of interview. 
In conclusion, although the use of GD is vital in order to 
reduce pharmaceutical expenditure, patients who received 
substitute generic brands of amlodipine and simvastatin 
and the physicians who prescribed them both evidenced a 
worrying lack of information on their use.
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Determinants of success 
of loading dose diazepam 

for alcohol withdrawal: 
A chart review

Sir,
The use of loading dose diazepam for the treatment of alcohol 
withdrawal was first described by Sellers et al.[1] The same was 
used successfully in Indian patients by Manikant et al.[2] It involves 
the administration of 20mg oral diazepam every 2 h until the 
patient is drowsy, but arousable. Symptoms of alcohol withdrawal 
are monitored using the Clinical Institutes Withdrawal Assessment 
for Alcohol - Revised (CIWA-Ar) scale.[3] Further doses are 
withheld whenever CIWA-Ar scores fall below 8. The major 
advantages of this method include faster recovery from delirium, 
lower total doses of diazepam and a lesser risk of complications 
like withdrawal seizures and arrhythmias.

We use loading dose diazepam to treat alcohol withdrawal in 
our in-patient de-addiction unit at JIPMER. A chart review 
involving 25 consecutive admissions of alcohol use disorders 
between 1st August and 15th November, 2011 was conducted. 
The goals of the review were to identify the following:
1) The success of loading dose diazepam in the treatment of 

the alcohol withdrawal state; and
2) The clinical variables that determine the success or failure 

of loading dose regimen.
“Successful treatment” was defined as follows:

a) Resolution of delirium within 24 h; or
b) The ability to prevent any complications like seizures 

or delirium after admission in patients who presented 
with severe but uncomplicated withdrawal.

As noted in Figure 1, out of the 25 admissions, 15 patients 
(60%) had significant withdrawal symptoms at admission 
(CIWA-Ar > 8). Nine (60%) of them had a complicated 
withdrawal state at presentation (one with seizures alone, 
three with withdrawal seizures and delirium and five with 
delirium alone).

In six out of fourteen (42.85%) patients given loading dose 
diazepam, it was successful. Four of them did not have any 
comorbid illness. One was hypertensive. One had panic disorder. 
None of them had hepatic, renal or neurological disease. All six 
had bilirubin levels under 1mg/dl. The diazepam dose required 
in this group was 40 to 80mg. Only one of them required 
haloperidol (5mg) for control of his agitation. Four of the six 
patients were delirious at presentation. None had seizures.
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All eight patients who failed to respond to the loading dose 
strategy had medical comorbidities. The comorbidities are 
presented in Table 1. This group of patients required between 
40 to 200mg diazepam during the loading phase. Four (50%) of 
them required haloperidol or other antipsychotic medications 
in addition.

The most striking finding in this chart review is that all 
eight patients who failed diazepam loading had medical 
comorbidities, including three with multiple comorbidities. 
The most common comorbid condition in our experience 
was neurological disorder. This included evidence of coarse 
brain disease in the form of brain atrophy on imaging and/
or cognitive decline on Mini-Mental Status Examination. 
Hepatic dysfunction was the second most common 
comorbidity. The CIWA-Ar total and orientation item scores 
remained high in patients who had failed the loading dose 
regimen. These patients had persistent disorientation and 
delirium despite adequate control of autonomic signs (such 
as tachycardia and hypertension) within a period of 24 to 
36 h. They were not given further doses of diazepam. This 
alerts us to the pitfall of excessive reliance on the CIWA-
Ar to monitor treatment of alcohol withdrawal delirium. 
The diagnosis of delirium tremens remains a clinical one. 

The CIWA-Ar scale should be used to assess the severity 
alone. The CIWA-Ar does not take into account  the signs 
of autonomic overactivity which are important features of 
alcohol withdrawal. So the CIWA-Ar may not be useful in 
medically ill patients in alcohol withdrawal has been pointed 
out previously.[4]

Alcohol users with medical illnesses have increased 
morbidity. [5] Periodic review of the patient’s clinical status and 
further investigations to detect other comorbidities should be 
strongly considered in those whose delirium fails to resolve 
in 24 to 36 h after 60 to 80mg of loading dose diazepam. 
The landmark trial by Sellers et al.[1] showed a similar dose 
requirement of diazepam (median dose = 60mg). Physicians 
who manage alcohol withdrawal delirium need to be alert 
to this subset of patients with “DT plus” syndromes whose 
delirium may have other underlying medical causes in addition 
to alcohol withdrawal which need to be promptly detected 
and treated.

This study, despite the limitations of a chart review, has two 
important learning points for physicians managing alcohol 
withdrawal states in a general hospital setting. First, extensive 
evaluation for medical comorbidities, particularly neurological 
and hepatic diseases should be repeated in patients whose 
delirium tremens does not resolve with 60 to 80mg of diazepam 
loading and within 24 to 36 h. Second, the CIWA-Ar alone 
may not be a useful indicator of delirium tremens as patients 
with “DT plus” syndromes score high on it. Monitoring 
autonomic signs and the clinical status remain important for 
safe administration of the loading dose.
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Table 1: Comorbidities in patients who failed loading dose diazepam therapy
Comorbidity (affected system) No. of patients Details of medical illness Comments
Central nervous system 6 4 – coarse brain disease (3 of them 

also had seizures), 1 – seizure 
disorder, 1 – hemorrhagic stroke, 
1 – psychosis

‘Coarse brain disease’ implies either imaging 
evidence of cerebral atrophy/ white matter 
disease or MMSE scores of less than 24. The 
three others with seizures also had fever due to 
osteomyelitis (1) and coarse brain disease (3). 

Hepatic failure 4 All four had total bilirubin > 2.0 mg%
Diabetes mellitus 2 Both required insulin therapy One patient also had ketonuria for initial three 

days till blood sugar was  brought under control
Dyselectrolytemia 1 Serum sodium of 127 meq/l
Fever 2 Secondary to osteomyelitis (1), 

compound fracture humerus (1)
The patient with compound fracture of humerus 
underwent closed reduction under general 
anesthesia on day 2

Figure 1: Number of patients admitted and given loading dose 
diazepam
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Effect of Abrus precatorius 
and Amaranthus spinosus 
combination treatment on 

fertility in male rats

Sir,
Curiously, it has long been known that hormonal suppression 
of gamete production was as feasible for men as it was for 
women. Studies conducted by World Health Organization 
(WHO) have shown that hormonal suppression of sperm 
output in the ejaculate to less than 3 million sperm per millilitre 
provided highly effective, reversible, and well-tolerated male 
contraception.[1] In spite of great advances observed in modern 
medicine in recent decades, plants still make an important 
contribution to healthcare. This study is an intention to identify 
the suitability of two plant extracts as male contraceptives 
independently and in combination.

Abrus precatorius (Family: Fabaceae) seeds soxhlated in 70% 
methanol, to prevent charring caused by absolute methanol 
and Amaranthus spinosus (Family: Amaranthaceae) leaves 
were macerated in absolute methanol for 72 h. Preliminary 
phytochemical investigation of the extract of A. precatorius 
revealed that the extracts contain alkaloids, amino acids, 

carbohydrates, flavonoids, proteins, steroids, and tannins. 
The extract of A. spinosus contains alkaloids, amino 
acids, carbohydrates, glycosides, flavonoids, proteins, and 
steroids. The extracts of A. precatorius and A. spinosus were 
given to male rats in doses of 20 mg/kg and 55 mg/kg for 
55 days, respectively, while the two groups of which one 
received both treatments, i.e. A. precatorius for 55 days to 
complete one spermatogenic cycle and A. spinosus later 
for 20 days. The animals were evaluated for changes in 
body weight, gonado-somatic index (GSI), calculation of 
daily sperm production (DSP), calculation of epididymal 
sperm reserve (ESR), sperm motility, sperm abnormality, 
and the number of implants found after mating the animals 
with undosed female rats of equal age for 10 days.[2,3,4] 

[Tables 1 and 2].

The other group was tested for A. precatorius withdrawal 
and kept undosed for later 20 days [Table 1]. The duration 
of 20 days withdrawal was selected since the earlier results 
indicated that the drugs affected the sperm motility and 
abnormality and not the DSP or the ESR.

In the methanolic extract of A. precatorius, the sperm count in 
both the testis and the epididymis were decreased; however, 
the DSP and the ESR were unchanged indicating that the 
drugs neither affected the production of sperm in the testis 
nor the epididymal transit time. A. precatorius caused a 
marked decrease in the sperm motility, while A. spinosus 
increased the sperm motility significantly. The motility action 
may result from a rise in change generation of a reactive 
oxygen species.[5] The increase in spermatozoa abnormality 
following A. precatorius as recorded in this experiment 
indicated that A. precatorius could produce a suppressive 

Table 1: Effect of Abrus precatorius and 
Amaranthus spinosus dosing on fertility in 
male rats

Control Abrus 
precatorius

Amaranthus 
spinosus

Body weight 
variation

83.13 ± 2.52 68.63 ± 3.73** 97.38 ± 1.47**

GSI (×10-2) 1.0 ± 0.04 1.05 ± 0.08 0.9 ± 0.07
DSP (×106) per ml 0.395 ± 0.01 0.327 ± 0.02 0.30 ± 0.02
ESR (×106) per ml 38.02 ± 1.05 36.04 ± 4.41 35.86 ± 121
Sperm viability (%) 61.25 ± 1.70 46.00 ± 1.41*** 65.75 ± 1.25
Sperm motilitya (%) 40 35** 45**
Sperm 
abnormality (%)

17.25 ± 2.39 36.25 ± 2.01*** 18.25 ± 0.47

Average number 
of implantations

13.50 ± 1.04 9.00 ± 0.57* 12.25 ± 0.9

SGPT 53.25 ± 1.49 71.75 ± 1.93*** 53.00 ± 1.22
SGOT 135.8 ± 2.49 179 ± 14.62* 139.5 ± 4.59
Total cholesterol 97.03 ± 1.98 53.40 ± 6.95** 138.80 ± 7.75**
Total proteins 6.37 ± 0.50 6.15 ± 0.37 6.80 ± 0.65
aAdjusted to next fifth integer; Results are expressed as mean ± SEM, 
n = 4, analyzed by one-way ANOVA followed by Dunett’s test. ***P < 0.001, 
**P < 0.01, *P < 0.05 when compared with the control.
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