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Introduction

Bipolar affective disorder is a severe mental illness that affects 0.3% of the 
Indian population, as estimated in the National Mental Health Survey 2016.1 

Antipsychotic drugs and mood stabilizers have both been used as first-line 
agents in the treatment of the manic phase of bipolar I disorder, either singly 
or in combination. Tamoxifen, a protein kinase C (PKC) inhibitor, has shown 
efficacy in the treatment of the manic phase of bipolar I disorder. Tamoxifen is 
recommended as a third-line agent in the treatment of bipolar mania, as per 
CANMAT and ISBD 2019 treatment guidelines on bipolar disorder.2

Endoxifen is the active metabolite of tamoxifen and is a more potent inhibitor 
of the PKC signaling pathway.3 In two randomized controlled trials, endoxifen 
has been shown to be efficacious in the control of acute bipolar mania at two 
doses of 4 and 8 mg.4,5 However, endoxifen at a dose of 8 mg is recommended 
in patients with bipolar I disorder acute manic episodes.5 The knowledge and 
experience with the use of endoxifen at present are limited. We present a case 
demonstrating the efficacy of endoxifen in the management of acute bipolar 
mania, in which treatment was given for 9 weeks. To the best of our knowledge, 
this is the first reported case where treatment with endoxifen was successfully 
given for such a duration. 

Bipolar disorder is associated with the overexpression of protein kinase C 
(PKC).6 Endoxifen is a metabolite of tamoxifen with enhanced inhibitory action 
against PKC, being four times more potent than tamoxifen. The antimanic activ-
ity has been demonstrated in phase II and III trials, with a promise for use as 
monotherapy. Our journey with endoxifen started during the COVID time. While 
in the outpatient department, I saw patients, and suddenly out of nowhere, we 
were introduced to this molecule, endoxifen. It was a surprise to see this mol-
ecule get launched, and it was something unexpected. The next week, it was 
reading and assimilating the data about PKC and its relevance. The interesting 
connection of PKC is also associated with both lithium and divalproate gave 
us some quiet satisfaction. I started looking at the data. Tamoxifen was tested 
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in patients with bipolar disorder and our research 
showed that endoxifen was indeed a metabolite of 
tamoxifen. 

Reading further, what grasped our focus was the 
endoxifen trials, both being done in India, and as 
we worked through multicentric studies, it gave us 
confidence in its usability in our practice. However, 
it was not clear which patients with bipolar disorder 
should be used.

We decided to gather information on how to use 
it in patients with bipolar mania, preferably inpa-
tients, to be the first lot for trials. My team in Asha 
enthusiastically worked with a few patients between 
January and February of 2021. They asked for collect-
ing evidence as we used and felt satisfied with our 
initial experience with lithium/and divalproate and 
endoxifen was reasonably and satisfying. We sat 
together and thought a good trial with endoxifen 
alone with a mood stabilizer, though a short three-
week trial with patients of bipolar disorder and an 
institutional ethics committee-approved open-label 
study might actually give a good insight. We have 
got the trial going in a double-blind study and; in one 
group received endoxifen at 8 to 16 mg per day and 
another group received mood stabilizers divalproate 
or lithium with olanzapine. We have done for 31 and 
32 each group each in inpatients for acute mania. 

We analyzed as one each in each group, dropped 
out for social reasons, and the YMRS scale and CGI-S 
were used along with a side-effects scale to assess 
the emergent side effects. Lorazepam injections 
were used to control the agitation. We had more or 
less similar effective scales booth responses were 
comparable. There are some significant changes, 
though, 57% in the endoxifen group and the other 
group 56% compared. So, we arrived at a reason-
able comparison of efficacy and fewer side effects. 
Our results have shown modest efficacy and are 
comparable to the valproate group. The side effects 
reported were slightly high in another group com-
pared to endoxifen. An initial 4th day improvement 
occurred in the endoxifen group a bit more.

Today, we are more knowledgeable and under-
stand more about endoxifen and consider this 
molecule useful in patients with bipolar mania. Our 
experience in prophylaxis, both as a standalone 
molecule and with other known molecules, has 

made us wiser, too. It gave us an impetus to plan 
further studies both for efficacy and other psychi-
atric conditions. 

After two and a half years of the experiential use 
of endoxifen, we further gained experience to see 
the effectiveness in bipolar disorder patients with 
comorbid alcohol and cannabis-dependent use as 
comorbidities, specifically the manic aspect of it. 
We could see a significant reduction of dependent 
abuse in both alcoholic use patients and canna-
bis-dependent abuse in a significant number of 
patients. I considered the utility of endoxifen in 
mood disorder-associated pathological gambling 
in most of the cases of patients in online gambling/
betting money patients. Well into over a year, the 
families were particularly happy in noticing that the 
reduction was great up to 85% times in time spent 
in pathological gambling, and over 250 to 300% 
improvement of on savings during endoxifen usage 
of over a year. 

In summary, our confidence in endoxifen kept 
growing to the extent that we started an investiga-
tor-initiated multicentric open-label study and am 
sure in the near future will present data of 30 centers 
of the ICHGCP trial. Also, considering the experience, 
we found no metabolic side effects, no prolactin-re-
lated side effects, no hair loss as in valproate usage, 
and no polycystic ovary diseases in the above one-
year follow-ups of a fairly large sample. 

In summary, though we need much more robust 
evidence both in the efficacy and safety of endoxi-
fen, the current experience, though limited, gives us 
sufficient confidence to further use this molecule in 
patients with bipolar mood disorder and in comor-
bid alcohol and substance use.
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