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C O R R E S P O N D E N C E

Letter to the editor: Concerning the paper entitled “TC 
(Giloy) induced liver injury…” by Anand Kulkarni et al.

Concerning the paper entitled “TC (Giloy) induced liver 
injury…” by Anand Kulkarni et al.,[1] the paper is built on 
a completely unscientific foundation.

1.	 There is insufficient data to rule out other causes:
a.	There were 43 patients in the study with 79 dis-

tinct comorbidities among them; median age of 
54 years indicates older patients on polypharmacy 
over longer durations. Excluding drug-induced 
liver injury (DILI) and singling out Tinospora cor-
difolia (TC) as inducing herb-induced liver injury 
(HILI) is highly questionable.

b.	Known risk factors, including human leukocyte 
antigen genotype, autoimmune hepatitis triggers, 
and contraceptive use, are not reported.

c.	There is high variability in duration (5–362 days), 
dosage (15–90 ml/day), dosage forms, and brands 
of TC consumed.

d.	Statistically significant causation cannot be es-
tablished because the population set is not spec-
ified. A sample of 43 was drawn from how many 
patients consuming Giloy, across 13 locations 
and 15 months? In India, prevalence data as low 
as 1.3% of HILI has been reported among DILI 
cases.[2]

2.	There are methodology flaws in the clinical diagnosis 
of HILI:
a.	There is no evidence of compliance with the “up-

dated RUCAM Guidelines”[3]

(i)     �Inclusion of pre-existing chronic liver disease 
(56% of sample);

	(ii)   �Nonexclusion of hepatic injury before TC use, 
such as nonhepatic elevation of alkaline phos-
phatase (ALP); and

	(iii)   �Unavailable RUCAM scores for co-
administered drugs.

b.	RUCAM is more accurate if used prospectively 
and for idiosyncratic reactions. This study is ret-
rospective and includes both intrinsic and idio-
syncratic liver injury. Furthermore, from a clinical 
perspective, it is easier to identify the intrinsic etio-
logical agent rather than idiosyncratic reactions.[3]

c.	Liver biopsy is not used routinely for HILI diagno-
sis and management.[4]

d.	Both HILI and DILI are difficult and complex to di-
agnose and are often misdiagnosed. Definitive 
diagnosis of HILI requires latency period, clinical 
presentation, patient’s risk factors for development 
of HILI, biochemistry alterations especially in alanine 
aminotransferase (ALT) and ALP, patient’s medica-
tion(s), course of recovery (with dechallenge), and 
thorough search for other causes of liver disease.[4]

e.	There is neither baseline data nor time-series as-
sessments for establishing a correlation with Giloy 
consumption, and there is no dechallenge data.

3.	There are limitations to multicenter, retrospective 
studies[5] (13 locations, 15  months). With a huge 
variance in patient profiles, “possible cause” and 
“probable cause” attributions in a retrospective study 
generate a serious risk of observer bias. Furthermore, 
generally, in retrospective studies, while association 
may be inferred, causation may not be.

HILI is a subject worth serious, systematic study. 
Therefore, a prospective study with robust methodol-
ogy that establishes statistically significant correlation of 
causation is mandatory. This esteemed journal must re-
tract this prebiased, unscientific paper.

CO N FLI CT O F I NT E R EST
R.V. owns stock in and is an employee of Kerala First 
Health Services Pvt. Ltd.

Sreejith Narayanan Edamana
Suprabha Hegde
Rajiv Vasudevan

AyurVAID Hospitals, Bengaluru, India

Correspondence
Suprabha Hegde, AyurVAID Hospitals, 

Bengaluru 560078, India.
Email: suprabha_hegde@ayurvaid.com

Received: 1 April 2022  |  Accepted: 10 April 2022

DOI: 10.1002/hep4.1978  

This is an open access article under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs License, which permits use and distribution in 
any medium, provided the original work is properly cited, the use is non-commercial and no modifications or adaptations are made.
© 2022 Ayurvaid Hospitals. Hepatology Communications published by Wiley Periodicals LLC on behalf of American Association for the Study of Liver 
Diseases.

www.wileyonlinelibrary.com/journal/hep4
https://orcid.org/0000-0001-8394-7301
mailto:﻿￼
https://orcid.org/0000-0003-0409-9004
https://orcid.org/0000-0001-6349-6427
mailto:suprabha_hegde@ayurvaid.com
http://creativecommons.org/licenses/by-nc-nd/4.0/


2222  |      CORRESPONDENCE 

O RCI D
Sreejith Narayanan Edamana   https://orcid.
org/0000-0001-8394-7301 
Suprabha Hegde   https://orcid.
org/0000-0003-0409-9004 
Rajiv Vasudevan   https://orcid.
org/0000-0001-6349-6427 

R E FE R E N C E S
	 1.	 Kulkarni AV, Hanchanale P, Prakash V, Kalal C, Sharma M, 

Kumar K, et al.; for the Liver Research Club India. Tinospora 
cordifolia (Giloy) induced liver injury during the Covid-19 

pandemic—multicenter nationwide study from India. Hepatol 
Commun. 2022 Jan 17. https://doi.org/10.1002/hep4.1904. 
[Epub ahead of print]

	 2.	 Peláez D, Fernández H, Regino W. Emerging concepts: 
herb-induced liver injury (HILI). Rev Colomb Gastroenterol. 
2019;34:56–62.

	 3.	 Danan G, Teschke R. RUCAM in drug and herb induced liver 
injury: the update. Int J Mol Sci. 2016;17:14.

	 4.	 Kuna L, Bozic I, Kizivat T, Bojanic K, Mrso M, Kralj E, et al. 
Models of drug induced liver injury (DILI)—current issues and 
future perspectives. Curr Drug Metab. 2018;19:830–8.

	 5.	 Tofthagen C. Threats to validity in retrospective studies. J Adv 
Pract Oncol. 2012;3:181–3.

https://orcid.org/0000-0001-8394-7301
https://orcid.org/0000-0001-8394-7301
https://orcid.org/0000-0001-8394-7301
https://orcid.org/0000-0003-0409-9004
https://orcid.org/0000-0003-0409-9004
https://orcid.org/0000-0003-0409-9004
https://orcid.org/0000-0001-6349-6427
https://orcid.org/0000-0001-6349-6427
https://orcid.org/0000-0001-6349-6427
https://doi.org/10.1002/hep4.1904

	Letter to the editor: Concerning the paper entitled “TC (Giloy) induced liver injury…” by Anand Kulkarni et al.
	CONFLICT OF INTEREST
	REFERENCES


