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Ashwagandha 
Have you heard of Ashwagandha (Withania somnifera)? It is a 

plant-derived supplement increasingly used for stress, anxiety, and 
cognitive support. Despite a long history of use in Ayurveda, a tradi-
tional system of medicine practiced in India, use in modern popula-
tions raises concerns regarding safety, toxicity, and lack of regulatory 
oversight.1  

The pharmacologic mechanisms of ashwagandha are not fully 
elucidated. Proposed active constituents include withanolides, which 
are steroidal lactones with anti-inflammatory, antioxidant, and poten-
tial neuroactive properties. A randomized controlled trial with a large 
sample size (n=1002) across 15 sites in different countries suggests 
favorable tolerability with no significant difference between the pla-
cebo and treatment groups (p=0.487) on a 7-point Likert scale of 
Global Assessment of Tolerability to Therapy.2 Safety outcomes were 
measured by hematological data, liver function tests, and renal func-
tions at baseline and week 8 visits, with no significant differences. The 
study noted no serious adverse events, other than mild effects such 
as nausea, dry mouth, and headaches.2 This study is limited by the 
short duration of use (8 weeks), standardized formulation, and enroll-
ment of healthy individuals. These conditions do not reflect real-
world use, where patients often have comorbidities treated with 
medications and no restriction on the duration of use for ashwagan-
dha.  

While a non-blinded, randomized study of 80 participants 
treated with either sertraline or sertraline with ashwagandha for 3 
months showed no impact on liver function for the combined use of 
antidepressant and ashwagandha, a retrospective chart review study 
suggested high rates of interactions with SSRIs when concomitantly 
used. 3,4 There were 30 reports used to identify a causal relationship 
to induce varying side effects such as GI symptoms, myalgia, and 
bleeding.4 The adverse events suggested a possible interaction mech-
anism that lies in the CYP3A4 and CYP2D6 inhibition by ashwagan-
dha.4 With many drugs’ metabolism pathways being mediated 
through these major CYP enzymes, this poses increased awareness 
for healthcare providers to engage patients in counseling for possible 
interactions with their concurrent medications.   

At higher dosages and with chronic use, the risk for toxicity 
increases in multiple perspectives. Withanolides create reactive me-
tabolites that induce oxidative stress, leading to liver damage and 
dysfunction.5 The partake in regulating the hypothalamic-pituitary-
adrenal (HPA) axis influences cortisol secretion and response to 
stress.5 An overstimulated HPA axis can lead to hormonal imbalance 
and increased thyroid hormone activity.  

Despite promising therapeutic claims, ashwagandha remains 
an unregulated supplement with emerging safety concerns.6 Clini-
cians should maintain a high index of suspicion for supplement-
related toxicity and routinely assess herbal product use in patients 
presenting with unexplained hepatic, endocrine, or neurologic find-
ings.  

For more information on ashwagandha or suspect an expo-
sure to ashwagandha, call your local poison center at 1-800-222-
1222. 

Did you know?  
“Ashwagandha” comes from 
the ancient language of Sanskrit 
and means “smell of a horse.” 

The plant’s roots are said to smell 

like a wet horse, and traditionally it 

was believed to give you the 

strength, stamina, and vitality of a 

horse.  
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