Liberen

Relugolix , Estradiol & Norethisterone Acetate

COMPOSITION

Liberen® Tablet: Each film coated tablet contains a fixed-dose combination of
Relugolix INN 40 mg, Estradiol BP 1 mg (as Hemihydrate) and Norethisterone
Acetate BP 0.5 mg.

DESCRIPTION

Liberen® is a combination of relugolix, estradiol and norethisterone acetate.
Relugolix is a non-peptide GnRH receptor antagonist that competitively binds to
pituitary GnRH receptors, thereby reducing the release of Luteinizing Hormone
(LH) and Follicle-Stimulating Hormone (FSH), leading to decreased serum
concentrations of the ovarian sex hormones estradiol and progesterone and
reduced bleeding associated with uterine fibroids.

Estradiol acts by binding to nuclear receptors that are expressed in
estrogen-responsive tissues. As a component of Liberen®, the addition of
exogenous estradiol may reduce the increase in bone resorption and resultant
bone loss that can occur due to a decrease in circulating estrogen
concentrations from relugolix alone.

Progestins such as norethisterone act by binding to nuclear receptors that are
expressed in progesterone- responsive tissues. As a component of Liberen®,
norethisterone may protect the uterus from the potential adverse endometrial
effects of unopposed estrogen.

INDICATION

Liberen® is indicated for the management of heavy menstrual bleeding
associated with uterine leiomyomas (fibroids) and management of moderate to
severe pain associated with endometriosis.

DOSE & ADMINISTRATION

® Exclude pregnancy and discontinue hormonal contraceptives prior to Liberen®
initiation.

® Orally one tablet once daily.

® |n case of missed dose of Liberen®, need to take as soon as possible the same
day and then resume regular dosing the next day at the usual time.

e |f concomitant use of oral P-gp inhibitors is unavoidable, need to take Liberen®
at least 6 hours before taking the P-gp inhibitor.

CONTRAINDICATION

o High risk of arterial, venous thrombotic or thromboembolic disorder.

e Pregnancy.

e Known osteoporosis.

o Current or history of breast cancer or other hormone sensitive malignancies.

e Known hepatic impairment or disease.

o Undiagnosed abnormal uterine bleeding.

e Known hypersensitivity to relugolix, estradiol or norethisterone acetate.
WARNING AND PRECAUTION

e Thromboembolic disorders and vascular events: Discontinue Liberen® if an
arterial or venous thrombotic, cardiovascular, or cerebrovascular event occurs.

® Bone Loss: Decreases in Bone Mineral Density (BMD) that may not be completely reversible.

® Depression, mood disorders and suicidal ideation: Advise patients to seek medical

attention for new onset or worsening depression, anxiety or other mood changes.
e Risk of early pregnancy loss: Can cause early pregnancy loss. Advise women to

use effective non-hormonal contraception.

SIDE EFFECTS
Most common adverse reactions (incidence > 3%) are: Hot flush, Hyperhidrosis or
night sweats, Uterine bleeding, Alopecia, Decreased libido.

USE IN PREGNANCY & LACTATION

Pregnancy: Based on findings from animal studies and Its mechanism of action,
Liberen® may cause early pregnancy loss. Discontinue Liberen® if pregnancy
occurs during treatment.

Lactation: There is no data on the presence of relugolix or its metabolites in
human milk, the effects on the breastfed child or the effects on milk production.
Relugolix was detected in milk in lactating rats. When a drug is present in animal
milk, it is likely that the drug will be present in human milk.

Use in children & adolescents:

Safety and effectiveness of Liberen® in pediatric patients have not been
established.

DRUG INTERACTION

With medicine: P-gp Inhibitors: Co-administration of Liberen® with P-gp
inhibitors increases the AUC and maximum concentration (C) of relugolix and may
increase the risk of adverse reactions associated with Liberen®.

Combined P-gp and Strong CYP3A Inducers: Use of Liberen® with combined P-gp
and strong CYP3A max estradiol and/or norethisterone and may decrease the
inducers decreases the AUC and C of relugolix. therapeutic effects of Liberen®.
With food and others: Grapefruit juice may increase the plasma concentrations of
orally administered drugs that are substrates of the CYP450 3A4 isoenzyme.

OVERDOSE

Overdosage of estrogen plus progestin may cause nausea, vomiting, breast
tenderness, abdominal pain, drowsiness, fatigue, and withdrawal bleeding.
Supportive care is recommended if an overdose occurs. The amount of relugolix,
estradiol or norethisterone removed by hemodialysis is unknown.

STORAGE
Store below 30°C and dry place, Keep away from light. Keep out of the reach of
children.

PACKING
Liberen® Tablet: Each box contains 1x 10's tablets in a Alu-Alu blister pack.

Manufactured by:

Nuvista Pharma Limited
48, Tongi industrial area, Gazipur, Bangladesh

(\/ist;

3022000399 V01

A subsidiary of Beximco Pharma




fedraa’

TP, 3GTCeT e TWIREea «RioE

BT

FRIE® BrRees: 2SS SIRTes Ies Wiy sn2aaas 8o frar., Gt e
R s fra, (EfrRms Rew) e Ta3fiesa «fios [/ o.¢ il |

=t

FRIGR® @3 G, TaIfben g3 TRRIREET GFIBHa T | @pif
G35 F-oBIRe faeTemads  fAerhe @Bt 3 eferaifronEreetd
PRI fuTerma3s [ERbEs e wE &3, Tepfors frewmarafen zamT
Q3 FfeTeT- POYCAGL T - @ FeoTaet ZFT AT, T 0T SIS (37 ZI0T
RIS 2 ATHEEAE PR T I T A2 T FIRAEE 7B T84T
T ST TEEs e Affaarie Boge aemt A «am FeiFae R[ersbee e
ART T TGIMC e F1e 70 | PRI 97 qF6 SHmI KT, eqoa @eaifes
(AF IO FERSCT Ty JIOR PR AT FI-F0 I REA FACO
TS BTG F& S0 | (6w Afsfaamie BAgws g = asw
FRIER®-97 @36 Tommie REE, F2REsa TR Safern SEGetEa
T GG 2Afoge 2o (AT T A |

e
AR TTEART TSI (F12e) 7ef4E Miwa vy sfefae Feired
ofFeT 93 GTEENGRIPET 97 T 92 TR (AF ©F T SR R
it |

TRAR @ w@r
o PRITEA® wFq ST TSR U TGS FSICANF I TS 2 | 2ffsfir
@35 BIRCEB Y0 27T FCS T(A |

o TR a2t 900 G (N 32 e o oTorelff 797 Ot Aeqm (Orafs
@G O3~ e Aelfie AN fafie (erer 717 o S 789 |

o 3 Y Y0¥ oFerd F-Efer Bafzfite sfvard e, Fr-faf 39fite @eam
FAATT & T! ST FRIER® 2fzet 41 7aid |

AfSf=ar

o quf¥, (ST RIGF A qrRRTAIfeTe fErereitas Tw s |

o TSF |

o ~Afdfbw A1 i AFBGTATI |

o T FIT I FIFTCIR SFOZIT Al SII; LACHF-ALIVRE FFTeTo[=1F |
o #fdfoe a1 wAT @AMGH camol |

o T[E@IS SASIRT GAIFF FE1S

o @oIfeTs, TGITe A1 THRRATETT AbIEE-9F AAfe SIS TraweAeTeT |

ToFe! @ YS!

® STAIZCRITET fCITeTers W3¢ Orend 2095 A 4o At firarg geaifoss, Ffeee-
A A EIRGIOPTEEAR 161 906 0 I FACO A |

o Z0ET FY: FCLA AE gy (R9afe) T T A Faw e e fow
SPICS AATCS |

o fFFeel, YT fesrawls «Ie areReNd guedr: e, e A Sy YT
eI (Fea @M ofeotr (Teaa srm fire =3 |

o T TSHRET FOF JfF: TS TSR Fo S A | AW I
T TEFRLT FIRT T A 0w 707 |

et
wfe syEe et afefame (251 > ©%) T4y qER: 2B FH, YIARRIZGIET
3T AT T &N, TARF TS, SHITACHAITRIT I T B, @Al FC AT |

TERZ 8 BRI IR

TS ANWCZ MR G SO PN FeTrweera S o wea orar
T, PRI TSR 22w e wwiog Tt 20e o1t | Bt s e[z
o4t facet ForRieEm® 3% o |

BOAITPIC:

I G (@IS A 9T R smieda S, qra gy e few Som
AS A Y TAWCT TAT SO TF (Il O (713 | TV S0 G
@A *IE FERRE | T4 (AT ST BT YL AN AR, ©4 (772 6g4f
R L8 AR TG AT |

fire @ EfFRER 9RH:

fire MR o PRIEe-93 Frrorer W3k et 2t Afefe =i |

e frRifEFar

Sy STEE e Pt SRfGe: gt e Pfak 36T g
FRIT® 20 @ifre-ag .38/« 5[ ifi wg (Brure) Jfa o@ a3
FriE® @3 Ao aifefar et 4 qrers «Ima |

et F-fEfr qae wfeidr (Fr.emz.fr vg) Swere: Afafrs Pr-fafr gaae
el (R a3, wa) Taieitea e FRIE® 91 @eeifer, $5ifees
/AT T RATHAT T 9. 38.F7 YR T7e FFT I, FRIEHC -9F @ifreHE
O ZT FACO AN |

LRI @ AICIR AR TR 97 7. 6712, 8o 048 ARSI ARTERS
T Y04 ANGHT S S T YIS AT |

iy
aifier w3 I ©F, AW, B @NTSl, ( TA, TH, F® @I
T 3 zre oNd | T G AREE q0gd ok ored 7
RECRERLE 7@ 19w @ @i, TR wopEd-aq T 94Te
e |

Few
ST (AT VTA, ©0° .- ATE @ F 0T A | RRew e ifzea A |

RECEIEY
FrRIEw® Br1Rees: ofSfs ag @rieg-«rie JP5I e S X do 6 Bt wwaz |

- AFSFIEFS
/ et Tt BT
. 8b-, B3 I @I, MGy, AT
NUVIStA ot ez o wrmiemm arom




