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Beers’ criteria cannot be made unless we know all the drugs 
available in that country.

It is surprising to note that the authors think using Beers’ 
criteria is more difficult than the elaborate Phadke's criteria. 
Beers’ criteria are a simple list of drugs to be avoided in elderly 
patients irrespective of their disease.[2] 

 The article is interesting in the sense that it tries to forcefully 
make a conclusion that Phadke's criteria are the best among all 
to analyze the appropriateness of drug therapy in the elderly by 
making a reference to an unpublished thesis. Finally, it has been 
observed by many researchers that “although Beers’ Criteria 
have become the most widely cited IP criteria in the literature, 
nevertheless, they have serious deficiencies, including several 
drugs that are rarely prescribed nowadays, a lack of structure 
in the presentation of the criteria and omission of several 
important and common Inappropriate Prescribing instances. 
New, more up-to-date, systems-based and easily applicable 
criteria are needed that can be applied in the routine clinical 
setting.”[3]
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Belatacept: Good, but not good enough?

Sir, 
We read with great interest the excellent review on 
belatacept,[1] the latest addition to immunosuppressive agents 
used in kidney transplantation. We would also like to bring 
to your kind attention that:

Belatacept has brought about a ‘paradigm shift’ in 
the maintenance immunosuppression after solid organ 
transplantation, in that it is the first biologic agent approved 
for use for long-term maintenance immunosuppression for 
solid organ transplantation. Biologic agents (Basiliximab, 
thymoglobulin, etc.) already have an established role as 
induction immunosuppressive agents at the time of kidney 
transplantation but there are several issues to be tackled 
before a biologic agent can be accepted as a viable option 
for long-term maintenance immunosuppression. Such an 
agent should inhibit the immune system in a nondepleting 
manner without creating excessive immunodeficiency, should 
not have initial and prolonged immunogenicity, should not 
require therapeutic drug monitoring, and should offer an 
acceptable administration route and interval between doses. 
Belatacept satisfies all these requirements, except that it 
requires intravenous (IV) administration.

Although it is not yet made available in India, belatacept 
appears to be the first immunosuppressive drug used in kidney 
transplantation for which phase III trials were conducted on 
Indian subjects as well, before marketing the drug.

Although belatacept is indeed a very promising drug, there 
are certain concerns-other than the safety issues discussed 
in the article-which need to be addressed before the drug 
receives whole hearted endorsement from the transplantation 
community.

Because of purely technical reasons, the BENEFIT trial[2] 
compared belatacept with cyclosporine. However, this does 
not represent current clinical practice where cyclosporine 
has been largely replaced by tacrolimus as the calcineurin 
inhibitor (CNI) of choice in kidney transplantation. 
Tacrolimus is known to be less nephrotoxic compared to 
cyclosporine and reduces the incidence of acute rejection 
compared to CsA.[3] Belatacept needs to be compared against 
tacrolimus in a clinical trial.

The need to be administered IV is a major disadvantage. 
After the initial few weeks of transplantation, the 
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Authors' reply
We thank Parameswaran et al for  their interest and 
cogent comments[1] on our article on belatacept. We have 
already mentioned in our paper[2] that a major limitation 
of belatacept is its intravenous route of administration. In 
developing countries like India patients invariably end up 
making frequent visits to the hospital to receive medication. 
A once monthly injection of belatacept should rather 
reduce the frequency of his/her hospital visits and ensure 
better compliance. We do agree with him that tacrolimus 
would have been a better comparator in the trial as it is 
the first-line drug for maintenance immunosuppression in 
postrenal transplant patients. However considering the fact 
that tacrolimus was not approved for coadministration with 
mycophenolate mofetil at the time of commencement of 
the BENEFIT trial in 2008 by the US FDA,[3] cyclosporine 
was preferred instead. Tacrolimus being a CYP3A4 
substrate is known to have drug interactions with several 
drugs. The incidence of nephrotoxicity matches with that 
of cyclosporine, and there is an increased frequency of 
insulin-dependent diabetes mellitus.[4,5] These disadvantages 
of tacrolimus may be circumvented to a certain extent 
with belatacept. A study is now underway that compares 

recipients are as healthy as any normal individual and are 
able to lead a near normal life. Although the need for IV 
administration is touted as an advantage when it comes to 
ensuring patient compliance, the same may not apply in 
India. The major reason for noncompliance among kidney 
transplant recipients in India is economic concerns[4] and 
belatacept is expected to be more expensive than the current 
immunosuppressive drugs available in the market. The 
need for IV administration will only add to the expense. A 
significant number of patients travel long distances to their 
transplant centers, and patients may be forced to travel every 
month only for the sake of IV administration of the drug, 
especially if the drug cannot be reliably administered at a 
local hospital. Post-transplantation immunosuppression 
being lifelong, the need for IV administration of belatacept 
indefinitely is expected to create problems for both patients 
and care givers.
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belatacept over tacrolimus or cyclosporine.[6] The results 
of this study would be able to answer the question of 
belatacept’s superiority over tacrolimus.

George Melvin, Selvarajan Sandhiya,  
Kumaresan  Subraja1

Division of Clinical Pharmacology and 1Department of 
Pharmacology, JIPMER, Puducherry, India

Address for correspondence:
George Melvin, Division of Clinical Pharmacology, JIPMER, 

Puducherry, India. E-mail: melvingeorge2003@gmail.com

References

1.	 Parameswaran S & R.P. Swaminathan Belatacept: Good, but not good 
enough? J Pharmacol Pharmacother 2012;3:81-2.

2.	 George M, Selvarajan S, Kumaresan S. Belatacept: A worthy alternative 
to cyclosporine? J Pharmacol Pharmacother 2012.

3.	 Medscape family medicine. FDA Approves Tacrolimus for Use With 
MMF in Kidney Transplant Recipients. Available from http://www.
medscape.com/viewarticle/703919 [last cited 1 November, 2009]

4.	 Krensky AM, Bennett WM, Vincenti F. Immunosuppressants, 
Tolerogens and Immunostimulants. In: Brunton LL, Chabner BA, 
Knollmann B, editors. Goodman and Gilman's The Pharmacological 
Basis of Therapeutics. 12th ed. New York: McGraw-Hill Professional; 
2011. p. 1005-29.

5.	 Webster AC, Taylor RR, Chapman JR, Craig JC. Tacrolimus versus 
cyclosporine as primary immunosuppression for kidney transplant 
recipients. Cochrane Database of Systematic Reviews 2005, Issue 4. Art. 

AzharS
Rectangle


