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PRESCRIBING iNFORMAflUN: To be sold by reiail on ii1e prescription 
uf Psychialrisl Olliy. 

Ef\JDOX!FEN TABLETS 8 mg 
ZOl',IALTA 

1. GENERIC NAME 
Endoxifen tablets 8 mg 
2. QUALITATIVE Arm QUANTITATIVE COMPOSITION 
Each &ntei'ic coated iabiet Gama.ins: 
tnuox11en Cit; ate 12.12 mg 
0quivaJent to Cndoxifen B rng 
Exdnicnts,: Q.8. 
Co!Gura: ntar!urn D!nxirle, !rem Oxide YP!!ow and 

FIJ&G Rlue #21 lnrlign Carmine Alt•minum Lake 
3. DOSAGE FORM ANO STRENGTH 
l:nteric coated tablet 8 mg 
4. GLHilCAL PARTiCULARS 
4.1 Thuraµei.itic Jndic~ticns 
L:ndoxifen is indk:atsd for the acute Leatmsnt d rnank: epiEode::> with or without mixed feu.tures 
of Ripo!ar ! disorder 
4.2 Dcsa!'.!9 mid m~thnd ~f 2dm!ni~tratior1 
F:nrloxifen·a mg tablet is givan orally once daily. Simultaneous consumption of nranefniit sho11ld he 
avoided. 
'fhti eia'icEtcy uf anduiiftin wa~ esi.abiishtid in 3-Wl;l'tlk trials with palienls r11eelin9 DSM-V criteria 
1or bipolar I disorder and currentiy dispiaying an acute manic episodes wiih or without mixed 
features. Heolthwro provider::; who preccribe ondoxifon 'for oxtcndod periods shuuid continuuiiy 
,et'✓aluak the lcng~lerm Lto,efdnc'.oiS uf I.he druu to, the irdividuu! putitnt. 
4.3 Ccmtrain;::!ic::;tir:ms 
Endoxifen is contraindicated in patients \1Jhc have a history cf hypersensitivity to tamoxifen or any 
of the constituents of endoxifen citrate. Eodoxifen is contraindicated in patients who require 
concomitant coumarin-type anticoagulant therapy or in patients with a history of deep vein 
thrombosis Of' puimunai"y Eimbolus. 

~-io::re~:,1~::n~:n i;~i:~1~:;~oiite of tam0xif0n, warnings and precautions cf tamoxifen wiii aiw 
be ;:,ppEc8ble to cndc,xifrn ,:Jtr.:::i!e ;:,nd !1ence,, th,:: sDm£> f1ave tr3en mnntl,)nc·d h,:~re: ac,:ording!y. 
Hematologic Evant; 
HernatnlogicP! effects nf Pndnxif?n Pdrnini~ten,d or?.!!y A.re not known. HowevRr, thrnmholi~m 
may be more common in patients treated with tamoxifen, though this is not certain. as patients 
with cancer are at increased nsk anyway. A small reduction m antithrombm Ill concentration was 
noted in a study ot 1·1 post-menopausal wornen treated with tamoxifen, and no significant 
!"ed_uctk:m wa,~ se;en in a Yf:OUP uf pi"~rr,~n~p&ustd wu~:cn. Th~re '.s GVi~an~ of .Jn ii'"icr-.:;~scd 
,ncidern:e of ,nrumboernbrn1c 0ve11ts, 1n01urnng deop •1e1n th1onioo01s anc pu1mcna1y emballsm, 
,1uring tamoxifen citr:1tr thr::•rapy. 
Endocrir,r and Renroductivr Svstcm~ 
F.n!'!oxifen's ~nti-estrogenir, a!"'!virse events in pr? or post-menopqu~al women are !!nknown. 
However, the anti-estrogenic effects of tamoxifen in pre-menopausal women receiving 
therapeutic doses can cause ir.-eyular menses. Arili-estroger1ic adverse effects in women treated 
with tamoxifen include vasumutor sympium:s (hot 1iusi1es}, vaginal bleeding and pruritis vuivae. 
Eft\::ct;& or, Um uten.1s .. ·Er.Liortietrla! Caric.::r arid Ute:rir.;; Sarcoma 
An i1c113ased incide,,ct of ,Je,inc m:dig,-,andes h,;.,::, bJe,, re~ior18d in :iss,~,citilio,'1 with twm,,;,xi'L::n 
r:itr~te tre,:;tm~nt. Th?. und~rlying mer:hanism ir: unknown, but mr,,y he r~lat?.d to the ,e,strng(:n-like 
effect Df tamDxifen citrate. Most uterine ma!ignan~ies seen in association with tamoxifen C!tl"3te 
are classified as adenocarcinoma of the endometrium. However, rare uterine sarcomas, 
including malignant mixed mullenan tumors (MMM I]. have also been reported. 
Non-Mali9na11t Efft=cts Oil the Utefi.iS 
incraa~ed indd~nQ:is vf ,;;,ncivm~trial d1a11gE;;;, h1cludin!J hyp~rpiasia a11d µoiyp~ have bs,;;,n 
reported in a.ssociat!or: with tamoxifan citrate treatment. There have been a fev: reports of 
:Jndom,Jtrios[.;::, and uterine Tibruidc. in ·Nomen mrnb/!ng tammdfen citrate. Ovai"!an ,:,yc'IB have a!c:o 
been observed in a small number of premenopausal patients with advanced breast cancer who 
have been treated with tamoxifen citrate. ramoxiferi citrate has also been reported to cause 
menstruai irrcguiaritf er amenorrhea. 
He0atic effects 
Tan'1mdfen citrat~ bis be;:,n ns.:::ocb.terl w1th ch:1nnes in !iv,:;r 0nzym;:, lnve!", ;:;nd on rnre 
occasions, a spectrum of more severe liver abnofma!ities including fatty liver, cholestasis, 
hepatitis and hepatic necrosis. Few cases of liver Ganeer have been reported with tamoxifen 
citrate in ciinical triais. 
Effects Oi'i the Eye 
Ocular diJtun.1ance;,, including cumeal changes, de;.;reme11t in evior vision perception, 1etinal 
'fe[n thmrnbcsis, and r1,:Jtin0pathy have been reported in patiants rnceiving tomoxifon citrate. An 
increased incidence of catrracts end the need fer cntr,ract surgery have been reported in pctieets 
receiving tam•xifen dtrate 
Pregnancy Catogory n 
There are no adequate and well-controlled trials of endoxifen and tamoxifen in pregnant women. 
fhere have been a small number at reports of vaginal bleeding, spontaneous abortions, birth 
defects, and tetai deaths in pregnant worn.an with tamoxifen citrat.a. If endoxifen is used during 
µreQnLlilCy o.- the; pcitient booomcJ 1xegnant wi'1ile; taking t~1is cimi;,, Oi' within apµm;;:imat8iy i',,10 
rncmth?: af\er disron11mJing thz;rapy, !.he paUenl. sbJukl be cipp,issd of the p,_;tentia! risks lo 1.Le 
fetus in,:llidirJ th,; potentir,! long--terrn risk of a rJE'S-like syr,drome 
General 
Qeoreases in platelet counts .. usually to fi0,000-100,000/mm', infreQuently lower .. have been 
occasionally reported in patients laking tamoxifen citrate for breast cancer. In patients with 
significanl thrc.m1bol,ytope,1ia, rare hemorrhagic epi$odes have oceurred, but it is uncerlaitl if 
ihese episodes are due to iamox11en citrate iherapy. Leuk.openia. has baen observed, someiimes 

;~,,~~~~ii!0:,~cr'~!~,1:l~;!::~ic1ar.j~~li~;;~~i"~~~(~,~i~~~~0 l~~;o~~:~:·0cii;•:~~ l~:c::at1;a!~,:i~r~~: 1~: 
seven:i. Hyperce!cemia has. bAan repnrtf'.ld h snmA bl"f1ast cnnc0r pntirmts with bnm:; m;:;ta:;::;tasns 
within a few weeks of starting treatment with tamoxifen citrate. !f hyperca!cemia does occur, 
appropriate measures should be taken and, if severe, endoxifen citrate should be discontinued. 
Monitoring during endoxifen therapy 
Women taking or having previously taken endoxifen citmte should be insimcted to seek pmrnpt 
rne<licai attention fur naw br~asl lurnpJ, vaginal bl!ciadiilg, gynewloi:jiC sy11Jpk,m;, (111etu>trual 
irregularities, changes in vaginal discha1ge, or pelvic pain or pressu1e), symptoms of leg swelling 
,Jr t,Jnd,:mL3sc., LE"1explEine,:1 s!"!ortner,:i cf b;·,)at!"!, rn· changes in vision. We:,mc,n s!1ou!d inform all 
care providers, regardless nf the mason fur evslu.stion, that they take endnxifan citrate 
4.5 Or!!g !ntPraciio~s 
No information is currently available regarding the pharmacologic interaction of endoxifen with 
other meo1ca1 products. 
Whan tamoxiten citrate is used in combination wiih coumarln-type anticoagulants, a signiticant 
increa::;,e in ,mticougukmt effect may· occur. \Vhti'e ;;ucil coLdminiMration existr., wreful 
:n0:1itc:ing of the patients prclhrvmbin lim'S: is :etvm:ne::deJ. HeriL:e, ca:efu! mvnibring is a!~o 
recnmrnender'l d1 iring coarlministratinn nf r~1urnarin-typc, antjcnag,,lants with endoxifr,n. nn.,gs 
that arc induca~!inhibitnrs of cytochroms P 450 isnzymcs, may be expected to havs little affect 
nn endoxifen clfanmc~ b~cause cytochrome P450 enzvmP,S !"'!a not mf1atmlize it. Drugs that 
elevate the levels of glucuronosyl transferase may increase the clearance of endoxifen. 
4.6 Use 1n speciai popuial1ons (such as pregnant women, lactating women, pediatric 
patients, geriat.ic patients etc.} 

f'7:fn~ncy~ .. L~ct~~io1,1 , · .. ,: ,i • .. ., 1_ .. ,,. "! :i .... , . , 1 ... ,_· ., _: ,NL,,e ,,1enl tdvt, bl>Jn ,10 \..:llr,,e&, tn,Js ,,) LJScJS ,IB ,• p")d0cit1ce ,,,x1dt)', er,dOA,fe,\ m,1y 1,;au:;,e 
fat,:;! hBrrn when ar:!ministr:rerl tr:, pmgnqnt wtimr:n. Ent:!oxifen shnu!d nnt he qdmin!~tsred to 
worne!'1 who are pregrant or m1rsing. A. preQ!lancy test rnust be performed prior to starting 
treatment, and a!! patients must be instrncted to use effective contraception during the treatment 
with endoxifen. 
Geriatric Patients 
i:~Zt~~up:;!~;e11e!;;::;; it, gt;,, iat,ic µafo;inl~ hg11e not bE;;,,m ,;;skibh~he.J. 

Safuty and effac.tive,net>J in pediatric patk,nts h,:,vc not b,:,,3n ,Jstab!ish(d 

Renal Impairment 
;;.;alety cmd et1ect1venes:s in pai1eni.S with renal impairment hcrw'e not be0n eskibli~hed. 
Hepatic lm/J"imient 
Safety und effoc'.i·Jeuess in pa1ier11s v;]th !iepafa:; irnp2i,m:::nl !1av,~ t11:lt been e:dab!ished 
4.7 ~tfnct;, orr ahilit-,r t~ drlvn ar,d 1111e mlllr::hine~: 
Endoxifen is unlike!\' to impair the ability of patients to drive or operate machinery. However, 
fatipue has been reported with the use oftamoxifen ann caution sho11ld he observed when dnving 
or using machinery while such symptoms persist. 
4.8 Undesirable eff8cb 
A total of LJ adverse events (AL:s) were reported by' 27 patients during conduct at phase ii ciinical 
;::,tudy- 59 ·,verc mild, 02 V,'erc moderate, and 02 WJrt: severe in intE:nsity. The cau;::,ality WJS .:.sscsscd 
0s pos0;blu fo, 07 Afa, p1ob0blu fo1 26 AE,, Lmliknly for 20 fo.Es, ard u0re!,ted fo1 10 Afa anson;atcd 
with the stt;,jy druos r;dministerisrJ. ibtr,! 63 At.swore reporb?d r;s fo!!owing· 10 Ats in endorifen 4 mg 
enn, 11 AEs in endoxifen 8 mp arm end 33 AEs in divelpmex 1000 mg arm. The most frsquer!!y 
repnrterl AF.s (in rlesr.ending order of occurmnre) wen:i insomnir:i hfladachP., nauReci, dysp!'lpsia, 
decreased appetite, and delusion. There were no deaths. other significant AEs or senous AEs 
reported during the conduct of phase ii ci1nical study. Other side effects were: anemia, back pain, 
dizziness, dyskinesia, gastriUs, hy-vertension, abnormal lipids, mouth ulceration, myalgia, 
,.,awpharyr,gili:S, pain, rettlt;;;sr.us&, pusiuidr ,ash, skin buming 00(1satior., sromutiti& and vumlling. 
•., phase Iii study a t0lai of l 00 ad,er0e 0ve11ts (AEs) were reporiad by 04 patien!s where 72 AI.s 
wern mi!d, 27 wem modcrato and 1 w0s ["'Jvcre !n n:Jtum. The causanty v;ar, ass,:assed as probatde 
/ likely for 34 AE!:i, as possible for 33 AEs, as urira!sted for 14 AFs, 2s unlikely for 11 AEs and 2s 
related for 8 AFs to the enrlo,ifen arlministereo nut of 100, 48 AEs were reported affer 
administration of Test Product-Endoxnen. The most frequently reported AEs with endoxifen (in 
descending order of occurrence) were headache, vomiting, insomnia, worsening of mama. f here 
were no deaths, serious or sigi"1ific.ant AEs during the conduct of the trial. Oth&i" side effects were: 
gaslritil::i, eµigustr,t: d1;:;crnnfort, Uia11houa, resuesunuss, ;;ornnuien;;e otc. fhc liLl oi' advar,jd events 
·ap0rtcd in phase Ill clirica' trial in Test Pmduct und Rcierencu Pmduct ere in t0,e tabi,c below· 
1 £,dv""r"'"" eve,..,ts lnvesilgl:.l.1icma! Mcdh.;ina.l ProchJci 

I (•; ~:::~~~ft- Endoxilen arm 
D!va!prcex :&;oti!um 

Total 

11\bdorn;n;,! pn;n 1 
,Abdomine! pain uppor O 
.. \nniet, 0 
11ark p1io 1 
, Blood prfi&SLffe dec.ma.::,ed 1 
, Blood thyroid stimu!cting O 
! hormone incrna~ed 
! Chest pain O 1 
i Constipation O 1 
i Decreased appetite O 1 1 
iDepression - - -2- - - - - - - 0 - - - - - 2 - -
!Diarrhoea - - -r- - - - - -0- - - - - l - -
irnzziness - - - 0- - - - - - - 13 - - - --6--
j Dysuria O 1 
i Epigastric discomfmt i 1 
i r=at1gutl ______ ._ ___ o ___ _,__ ___ 1 -----''--------< 
i FIEt'i''ik µain O 1 
jG0stnuS - - - - - - - -T - - - - - - 0 - - -
j Ga~troesuphc:ige::al I eflux - - - 0- - - - - - - 1 - - -
1dis2a~0 
1 He2d2chc 12 
i!ic1deelurn I 
1 'ly,·er'·ig'ycedd.c•n,"a 0 

, !.eukorenia. 1 
1 Liv~r dismder 1 
iMania' 4 
i Nasopharyngitis o 
i I.Jausea i 
iPain 0 
i Paraesthesia _ _ _ o_ _ _ _ 
i PTateTetCou'rit Cfoc"'reaSed O 
jPrui"itus - - -r- - -
i Pyraxia ·J 

'Social avuida.nt behaviour 
'Somnvience 
I Toothache 
j Upper resµirJtmy tract 
1mfection 
1Vomiting 

\A/ursc,,ing oi diteate 
48 

17 

I i 1 
___ 1 __ _j __ 1 __ 
___ 1 ___ i __ 1 __ 

0 1 
4 5 
0 3 

10 
52 

f olbwing commun ;;;ide effects of ta.rno;den can also be exµected with endcxifon: Hai flushes, 
··1enstrual dir:turban:::es, dic:a:,mfc,1i in the pekis, vaoirn:d b!,Jeding, itching ;:1mund 1hc vc,gin.J, 
vagina! discharge, stomach upsets (inc!uding nnustJa and vomiting). headaches, 
!ight~hPA.dAdnf:!Sf;, fl,,id ~tP!ltin!l (pos~ib!y SAen as sw(')IIPn enklAs), bn,ising rnorR eAsily, pAin nr 
tenderness in upper abdomen. skin rash or itching or peeling skin, hair and nai! loss, yellow eyes, 
disturbances of vision or difficulties in seeinq properly (possibly due to cataracts, chanqe to the 
oomea or disease of ihe retina), cases of optic nerve diseases have been reported and, in a small 
11urnbe1 at Ga.~as, blindnas1:, ha~ o~curreU, braatflleJsn~ss an<l cuugil (i11Harnn1atk,n ur tha lung;,), 
pain, svveiiing or redness of the ca!f or log which may indicate a blood dot, chest pa!n or 
shcrlnc3s uf lxeuth ·whkh 1Y1ay indicatJ 2 blc,.,Jd dot, le:g Ct'Jmµs snd 3yF1ptums of a &troke. Othur 
:::id(: eff?.cts nnt u,,terl ahnvr: may Blsn or:cur in some pati?.nfa who ,r;re nn !on:J t.;:;rm th~rapy; fur 
examp!e, endometri0! cancer. 
4.9 Overdose 
No clinical experience with patients receivinq an accidental overdose of endoxifen or an antidote 
is known. if such a case occurs, the patient should be carefully monitored and appropriate 
supµort1ve care measures should be 1nit1oteJ. 
G. PH/\RMACOLOGiCi\L PROPERTiEG 
:'5.1 Mer.::hG:nism r..~f ticl:L;;n 
Thn eYact rnachani::;rn by v2!1ic:h sndnxifan ex,-::-,rtr,. its thempe!!tic effect;; ha.vs rvJt be,:;n 
established in B!pol2r disorder I (BPD I). However, the effic3cy Of cndoxifcn cov!d be mediated 
lhmugh Protein kinase C (PKC). The PKG represents a family of enzymes hiphly enriched in 
brain, where it plays a maJor role in regulating both pre- and post-synaptic aspects of 
neurotrdnsmissior1. Cxcessil/e aclil/ation of PKC ra::;uilS in symplonis telalad lo bipolar disorder. 
i he PKG signaiing pathway is cieai1y a target tor the actio11s of tvvo structuraiiy dissimiiar 
antimanic agents - lithiom Jnd •;aiproJte. Endcxifen exhibits fou: .fcid higher pot@cy in inhibiting 
rKC adiviiy compa:ed io lamvxifrm in µredinical :ituJie;:; and is nd d2:pendi;;;nt 0n ihe iso.::yma 
t,ytfn~hr,1m,1 p,15n 2ns {r.YP2!l6} for .1ctinn nn the tarset tiss,ies 
5.2 Pharmacodynamic Property 
Phase II Trial: 
Double blind, double dummy study was conducted to assess the efficacy and safety of endoxifen 
1n b1poiar i disorder patients with current manic or rnixed episode. 
in U1is dose escalation study, two dose levels of endoxife11 were compared with standard ot care 
(divalp100;.. sodium 8xlonddd rek,as8). In :;tuge i, 27 and 15 paticntB w.:::re .-ando,11iz.td to 
endoxifen /l rng and dkalpmex 1000 m~ arm re!pectiveiy. in stage I! of this study, 28 and !4 
paUontc, w,Jm randcrni:z,3d in ond,Jxifan 8 mg and div&!proc,x 1000 mg arm mspc,ji',J,3ly_ The 
prirnarr efficacy endpoint used in this study was the response rate based or the YMRS (Young 
Mania Rating sc~le) tot~I sr:orA-. 
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Response rates in Per Protocol (PP) data analysis wera 45.87%, 64.29% and 77.78% in endoxifen 
4 mg, endoxifen 8 mg and divalproex 1000 mg arm, respectively. P value of differenoe between the 
endoxifen 8 mg and divalproex 1000 mg arms (p = 0.3753) was found to be non-significant. A similar 
result also was obtained from the ITT (Intention to treat) data analysis. 
Depressive symptoms were also assessed with the MADRS score (Montgomery Asberg 
Depression Rating Scale) throughout the trial. In the PP set of analysis, mean (± SD) reduction 
in the MADRS score was 3.21 (±2.449), 5.21 (±6.663) and 5.74 (±6.502) in endoxifen 4 mg, 
endoxifen 8 mg and divalproex 1000 mg anm, respectively. 
At the end of three-week study treatment, the CGI-S (Clinical Global Impression- Severity of 
Illness scale) scores of most patients in all arms showed reductions indicative of no illness to mild 
illness states. Similar results were also observed on the CGI - Global Improvement scale score 
in all arms. The score of majonty of the patients shifted to 'very much improved' and 'much 
improved' categories in all arms. 
Phase Ill Confirmatory Trial: 
Double-blind, double-dummy, active-controlled, oral, multiple-dose, parallel, randomized study 
was conducted to establish efficacy and safety of endoxifen in bipolar I disorder patients. 
In this multicentric study, total 228 patients (116 patients in the Test (T) - 8 mg endoxifen anm and 
112 patients in the Referenoe (R) -1000 mg divalproex sodium extended release arm) were 
enrolled for three week (21 days) duration. A safety follow-up was performed after 2 weeks (Day 
35) for all the patients. 
Mean change in total YMRS (Young Mania Rating Scale) score at Day 21 against baseline 
(primary endpoint) was 15.59 and 15.76 (Point estimate: -0.17 & 95% Cl: -2.50 - 2.16) in test & 
referenoe arms, respectively, which proved the non-inferionty. 
Plot for mean Total YMRS score at each visit for modified intention-to-treat (mill) population has 
been presented below. 

Mean Total YMRS score at each visit (ml TT population) 
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Visi1s 
Response rate (proportion of patients with >= 50% decrease in % CFB) for YMRS scores was 
observed as 49.14% in Test and 50.00% in Reference at Day 21. Similarly, remission (Total 
YMRS scores 12), composite remission (YMRS Total Scores 12 and MADRS Scores 10) and 
cumulative remission (proportion of patients that attained YMRS scores 12 at a given visit and 
maintained it at all subsequent double-blind visits) were similar in both the groups. 
There was no statistical significant differenoe observed between companson of treatments (i.e. 
Test vs. Referenoe) in change from baseline to Day 21 for Clinical Global Impression-Bipolar 
(CGI-BP) score and for CGI-S score. MADRS score were reduoed significantly in both the groups; 
however, the reduction was comparable [Test arm: 2.3 and reference arm: 2.9; P value 0.3867). 
5.3 Pharmacokinetic properties 
The pharmacokinetics of endoxifen was evaluated at escalating single doses in 40 male and 
female healthy adult human subjects. The plasma conoentration profiles of endoxifen at different 
doses are shown in the figure below: 
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Orally administered endoxifen in humans was found to be rapidly absorbed, systemically 
available and exhibited linear pharmacokinetics. Endoxifen displays dose-proportional PK with 
respe_ct to_ Cm,, and AUG,_,,.,._ The time to peak (Tm.,) were between 4.5 and 6 h. Endoxifen 
exh1b1ted linear pharmacoKmet,cs (0.5 -4.0 mg). 
A multiple-dose escalating study was also conducted in patients with metastatic breast canoer. 
Endoxifen at 3 dose levels (2, 4, or 8 mg) was given once daily for 28 days. At steady state, it 
displayed dose-proportional pharmacokinetics with respect to Cm., and AUG (see Table below). 

Pharmacokinetic Parameters of Endoxifen in Metastatic Breast Cancer Patients after 
Multiole-dose Administration of 2, 4 or 8 ma Endoxifen Tablets 

Mean ±SD 
Parameters runitsl 2 ma rn=5l 4 ma rn=5l 8 ma rn=5l 

Tm,, (hl' 5 (3.0-12.0l 5 (4.0-6.0l 5 (4.0-6.0l 
c., ... (no/ml) 15.7 ±6.4 44.0±11.6 80.4±26.7 
c.,,,,.(nglml) 24.5 ±7.3 75.9±18.5 134.1 ±32.1 
AUG''"·" (no.h/mll 445.3 ±146.2 1363.3 ±396.3 2322.6 ±619.8 
PTF(%) 50.8±19.0 56.5±17.9 57.6 ±14.6 
c~_.,(nglml) 18.6±6.1 56.8±16.5 96.8±25.8 

t"f m is represented value of median and range 
Half-lite (1,J values were 52.1-58.1 h for all doses. Inter-patient vanability in pharmaco~netic 
parameters was approximately similar across the doses. 
Absorption 
Orally administered endoxifen in humans is rapidly absorbed and systemically available. The rate 
and extent of absorption of endoxifen increased linearly and in a manner proportional to the dose 
of endoxifen. 
Distribution 
Endoxifen is highly bound to plasma proteins. The estimated volume of distnbution (Vz) of 
endoxifen is about 400 L. 
Metabolism 
Endoxifen is not metabolized by Cytochrome P450 enzymes. It is eliminated by conjugation 
reactions in liver including sulphation (endoxifen-sulphate) and glucuronidation (endoxifen -
0-Glucuronide). 
Elimination 
The Clearance (CL) of endoxifen is about 5 L per hour and is not affected by dose increase. 
6. Nonclinical properties 
Subchronic 28-day toxicity study in mice 
Endoxifen citrate was well tolerated and no mortality was observed in any dose group including 
control throughout the dosing penod of 28 days. 
Endoxifen citrate was administered daily to male and female mioe at the dose levels of0.2 mg/kg, 
0.4 mg/kg, 0.8 mg/kg and 8 mg/kg for a penod of 28 days. At necropsy, no abnormalities detected 
in all the dose groups at the end of the treatment period. Gross pathological examination also did 
not reveal any abnormalities related to the treatment group. Histopathological examination 
revealed mild to moderate atrophy of seminal vesicles and prostate in male animals, mild 
follicular cysts, absence of corpora lutea and increased number of follicles in ovaries. 

Mild to moderate epithelial hypertrophy of endometrial and myometrial 
glands, mild to moderate dilatation of myometnal glands and moderately 
reduoed stromal oells were observed in uterus of female animals from 8 
mg/kg dose group. Absenoe of corpora lutea in ovanes and minimal to 
moderate epithelial hypertrophy of endometrial and myometnal glands, 
minimal to moderate dilatation of myometnal glands and moderately 
reduoed stromal cells of uterus were observed in female animals from all 
tested dose groups. All the above changes observed are suggestive of 
estrogenic effect of the endoxifen citrate. 
Subchronic 28-day toxicity study in rats 
Endoxifen citrate was well tolerated and no mortality was observed in any 
dose group including control throughout the dosing period of 28 days. 
Endoxifen citrate was administered daily to the male and female 
Sprague-Dawley rats at the dose levels of 0.2 mg/kg, 0.4 mg/kg, 0.8 
mg/kg and 4 mg/kg for a period of 28 days. Histological effect mainly 
reduced weight of uterus and mild to moderate atrophy of myometrial 
glands of uterus in female animals suggestive of estrogen effect of 
endoxifen citrate. 
Subchronic 120-day toxicity study in mice 

-----

Endoxifen citrate was safe at a dose level of 0.5, 1 and 2 mg/kg body weight for 120 days in mioe. 
A study was conducted to assess the toxicity of endoxifen in mice following onoe daily 
administration of endoxifen citrate for 120 days at three dose levels: 0.5, 1 and 2 mg per kg body 
weight. A total of 40 male and 40 female mice were randomized into 4 dose groups having 10 
male and 10 female mioe in each group: GroupA(Control, O mg/kg), Group B (0.5 mg/kg), Group 
C (1 mg/kg) and Group D (2 mg/kg). Animals were observed throughout 120 day dosing period 
for mortality and clinical signs of toxicity. There were no abnormalities contributed to endoxifen 
citrate detected on histopathological findings. 
Subchronic 90-day toxicity study in Rabbit 
Daily oral administration of endoxifen up to 1.0 mg/kg for90 days did not show any toxicity in New 
Zealand White Rabbit. Overall, endoxifen citrate was well tolerated and no mortality was 
observed in any dose group including control throughout the dosing period of 90 days. 
The objective of this study was to evaluate the effects of endoxifen when administered to New 
Zealand White Rabbit by oral route after repeated exposure for 90 days with 28 days recovery 
period. Six groups of Zealand White Rabbit comprising 4 males and 4 females per group were 
orally administered with endoxifen at dose levels of 0.25 (G3), 0.5 (G4), 1.0 (GS) mg/kg body 
weight for a penod of 90 days. A concurrent control group (G1) comprising the 4 male and 4 
female was also maintained in the study. In addition a high dose recovery group (G6 -1.0 mg/kg 
body weight) & control recovery group (G2--0 mg/kg body weight) with 4 male and 4 female were 
treated for 90 days and kept under observation for another 28 days in order to find out the 
persistence, recovery and delayed effect of endoxifen, if any. 
Male Fertility study 
The male fertility index at highest treated group of endoxifen was found to be similar compared 
to vehicle control group. Endoxifen citrate was administered orally to male Sprague Dawley rats 
at the dose levels of 0, 0.008, 0.04 and 0.2 mg/kg/day for 51 days. The reduction in sperm motility 
was observed at 0.2 mg/kg/day (high dose) that returned to normal values when endoxifen citrate 
was withdrawn for 4 weeks. The effect of endoxifen citrate on testicular development and on 
sperm production and fertility in humans is unknown. 
Genotoxicity study 
Endoxifen citrate was found to be "non-mutagenic" in the Bacterial Reverse Mutation Test up to 
the highest tested conoentration of 5 mg/plate under the test conditions. 
In Mammalian Chromosome Aberration Test, endoxifen citrate was found to be nonclastogenic 
up to the dose of 0.031 mg/ml, both in the presence and absence of metabolic activation under 
the test conditions. 
A Mammalian Erythrocyte Micronucleus Test of endoxifen citrate was performed on Swiss Albino 
Mice and it was found to be non-mutagenic up to 2000 mg/kg body weight. 
7. Description 
Endoxifen (4-hydroxy-N-desmethyl tamoxifen) is an active metabolite of a selective estrogen 
receptor modulator (SERM), tamoxifen. Endoxifen appears as a white to off white powder which 
is soluble in methanol and ethanol and supplied as a citrate salt. The chemical name 
is(Z)-4-( 1-(4-(2-(methylamino)ethoxy) phenyl)-2-phenylbut-1-en-1-yl)phenol Citrate; its empirical 
formula is C, 65.83; H, 6.24; N, 2.48; 0, 25.46. Molecular weight of endoxifen citrate and 
endoxifen is 565.61 glmol and 373.26 g/mol respectively. Its structural formula is as following: 

8. Pharmaceutical particulars 
8.1 Incompatibilities: Not applicable 
8.2 Shelf-life: 3 years 
8.3 Packaging infonmation: ZONAL TA Tablets are available in strip of 7 tablets. 
8.4 Storage and handing instructions: Store below 30°C and protect from moisture. 
9. Patient Counselling Information 
Advise the patients to read the approved patient labeling (Patient lnfonmation). Endoxifen, being 
an active metabolite of tamoxifen, may cause the adverse events associated with tamoxifen. 
Hematologic Events 
Inform patient that endoxifen may increase the risk of thromboembolic events. Advise patients 
to seek medical attention immediately if signs or symptoms of a thromboembolic event occur with 
endoxifen treatment. 
Endocrine and Reproductive Systems 
Inform patients that anti-estrogenic effects of tamoxifen in pre-menopausal women receiving 
therapeutic doses may cause irregular menses. Anti-estrogenic adverse effects in women treated 
with tamoxifen include vasomotor symptoms (hot flushes), vaginal bleeding and pruntis vulvae. 
Advise patients to seek medical attention if these symptoms occur with endoxifen treatment. 
Effects on the Uterus-Endometrial Cancer and Uterine Sarcoma 
Inform patient that increased incidenoe of uterine malignancies has been reported in association 
with tamoxifen citrate treatment. 
Non-Malignant Effects on the Uterus 
Inform patient that increased incidenoes of endometrial changes including hyperplasia and 
polyps have been reported in association with tamoxifen citrate treatment. 
Hepatic effects 
Inform patients that tamoxifen citrata has been associated with changes in liver enzyme levels, and 
on rare occasions, a spectrum of more severe liver abnormalities induding fatty liver, cholestasis, 
hepatitis and hepatic necrosis. These changes may oocur with endoxifen treatment as well. 
Effects on the Eye 
Inform patient that ooular disturbanoes, in duding corneal changes, decrement in color vision pe,reption, 
retinal vein thrombosis, and relnopathy may be observed in patients reoeiving endoxifen crrrate. 
Embryo-Fetal Toxicity 
Advise pregnant women and females of reproductive potential that exposure during pregnancy or 
within 2 months prior to conception can result in fetal harm, including the potential long-tenm nsk 
of a DES-like syndrome. Advise females to inform their healthcare provider of a known or 
suspected pregnancy. 
Lactation 
Advise women not to breastteed dunng treatment and for 3 months after the last dose of endoxifen. 
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