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. NAME OF THE MEDICINAL PRODUCT
Norpregna 30 mg tablet

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 30 me ulipristal acetate(Micronized).

Excipients with known effect
Fach tablet contains 237 mg of lactose (as monohydrate).

3. PHARMACEUTICAL FORM
Tablet
White to Off-White Round Biconvex Tablet

4. CLINICAL PARTICULARS 4.1

Therapeutic indications
Emergency contraception within 120 hours (5 days) of unprotected sexual intercourse or
contraceptive failurce.

4.2 Paosology and method of administration

Posology -
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Renal impairige

No d85¢ adjustment is necessary.

Hepatic impairment
In the absence of specific studies, no alternate dose recommendations for ulipristal acetate
can be made.

Severe hepatic impairment
In the absence of specific studies, ulipristal acetate is not recommended.

Paediatric population
There is no relevant use of ulipristal acetate for children of prepubertal age in the
indication emergency contraception.

Adolescents:

ulipristal acetate for emergency contraception is suitable for any woman of child bearing age.
including adolescents. No differences in safety or efficacy have been shown compared to adult
women aged 18 and older.
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Method of administration < >

Oral use. ngb -85

The tablet can be taken with or without food.
43 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1

4.4 Special warnings and precautions for use

Norpregna is for occasional use only. It should in no instance replace a regular contraceptive
method. In any case. women should be advised to adopt a regular method of contraception.
Ulipristal acetate is not intended for use during pregnancy and should not be taken by any
woman suspected or known 1o be pregnant. However. it does not interrupt an existing
pregnancy.

Norpregna does not prevent pregnancy in every case
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No data arc available on the efficacy of ulipristal acetate when taken more than 120 hours (5
days) after unprotected intercourse.

Limited and inconclusive data suggest that there may be reduced efficacy of Norpregna with
increasing body weight or body mass index (BMI). In all women, emergency contraception
should be taken as soon as possible after unprotected intercourse, regardless of the woman'’s
body weight or BMI.

After the tablet intake menstrual periods can sometimes occur a few days earlier or later than
expected. In approximately 7% of the women, menstrual periods occurred more than 7 days
earlier than expected. In 18.5% of the women a delay of more than 7 days occurred, and in 4%
the delay was greater than 20 days.

Concomitant use of ulipristal acetate and emergency contraception containing levonorgestrel
is not recommended.

Contraception after Norpregna intake

Ulipristal acetate is an emergency contraceptive that decreases pregnancy risk after unprotected
intercourse but does not confer contraceptive protection for subsequent acts of intercourse.
Therefore, after using emergency contraception. women should be advised to use arel iable
barrier method until her next menstrual period.
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Although the use of ulipristal acctate for emergency contraception does not contraindicate the
continued use of regular hormonal contraception, Norpregna may reduce its contraceptive
action. Therefore, if a woman wishes o start or continue using hormonal contraception, she can
do so after using Norpregna, however, she should be advised to use a reliable barrier method
until the next menstrual period.

Specific populations

Concomitant use of Norpregna with CYP3A4 inducers is not recommended due to
interaction (e.g. barbiturates (including primidone and phenobarbital). phenytoin,
fosphenytoin, carbamazepine. oxcarbazepine, herbal medicinal products containing Hy
pericum perforatun (St. John™s wort). rifampicin, rifabutin. griscofulvin, efavirenz,
nevirapine and long term use of ritonavir).
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Medicinal products affecting gastric pH

Administration of ulipristal acctate (10 mg tablet) together with the proton pump inhibitor
esomeprazole (20 mg daily for 6 days) resulted in approximately 65% lower mean Cmax. a
delayed Tmax (from a median of 0.75 hours to 1.0 hours) and 13% higher mean AUC. The
clinical relevance of this

interaction for single dose administration of ulipristal acctate as emergency contraception
is not known.

Potential for ulipristal acetate 1o affect other medicinal products

Hormonal contraceptives

Because ulipristal acetate binds to the progesterone receptor with high affinity, it may interfere
with the action of progestogen-containing medicinal products:

- Contraceptive action of combined hormonal contraceptives and progestogen-only contraception may
Use in women with severe asthima treated by oral glucocorticoid is not recommended. be reduced
T'his medicinal product contains lactose. Patients with rare hereditary problems of - Concomitant use of ulipristal acetate and emergency contraception containing levonorgestrel is not
calactose intolerance. the Lapp lactase deficiency or elucose-galactose malabsorption recommended.

should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of
interaction Potential for other medicinal products to afTect ulipristal acetate
Ulipristal acetate is metabolised by ( YP3A4 in vitro.
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I vivo results show that the ﬂdl'ﬂl!‘.l.\‘l%iﬁl ofj}_[:‘grislelta)cgald witasstrong CYP3A4 inducer
such as rifampicin markcal}gccrcaws Cnfax and AUC ol“lglig_ri’s;ﬁa- (ate Q)LQ_O% r more and
decreases ulipristal acetat llﬂy:w.ﬁ%id‘cdﬁ&pﬂﬁmg‘m i z&nroﬁmatcly -fold
decrease of ulipristal aceldte expasr (Concomitant use of Norpregamdvith CYP3 A4 inducers
(¢.g. barbiturates (including prinvidone and phengbarbitdl], phenytoin. fosphenytoin
carbamazepine, oxcarbazepine. herbal medicines-Entiing Fypericum pg:fomf‘umiSL John's
wort). rifampicin, rifabutin. griscofulvin, ciaug.uz und nevirapine) therefore reduces plasma
concentrations of ulipristalg %@M&yﬂ:ﬂﬁn@dﬂeﬁm@’m’ﬁﬁ?ﬁ?ﬁgna. For
wonen who have used enzvme-inducing drugs in the past 4 weeks, Norpregna is not
recommended and non-hormonal emergency contraception (i.¢. a copper intrauterine device (Cu-
[UD)) should be considered.

CYP3A4 inhibitors

In vivo results show that administration of ulipristal acetate with a potent and a moderate
CYP3A4 inhibitor increased Cmax and AUC of ulipristal acetate with a maximum of 2-
and 5.9-fold, respectively. The effects of CYP3A4 inhibitors are unlikely to have any
clinical consequences.

The CYP3A4 inhibitor ritonavir can also have an inducing effect on CYP3A4 when ritonavir is
used for a longer period. In such cases ritonavir might reduce plasma concentrations of ulipristal
acetate. Concomitant use is therefore not recommended. Enzyme induction wears off slowly and
effects on the plasma concentrations of ulipristal acetate may occur cven if a woman has stopped
taking an enzyme inducer in the past 4 weeks.

In vitro data indicate that uljpristal acctate and its active metabolite do not significantly inhibit
CYP1A2, 2A6, 2C9, 2C1942D06, ZETTH Ad.atclinically relevant concentrations. After single
dose administration induction of CYPLA2Zand Y3 A4 by stak-acetate or its active
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4.6 Fertility, pregnancy and lactation
Pregnancy

Norpregna is not intended for use during pregnancy and should not be taken by any woman
suspected or known to be pregnant.

Ulipristal acetate does not interrupt an existing pregnancy.

Pregnancy may occasionally occur after ulipristal acetate intake. Although no teratogenic
potential has been observed. animal data are insufficient with regard to reproduction toxicity.
Limited human data regarding pregnancy exposure to Norpregna do not suggest any safety
concern

Breast-feeding

Ulipristal acetate is excreted in breast milk. The effect on newborn/infants has not been
studied. A risk to the breastfed child cannot be excluded. After intake of ulipristal acetate for
emergency contraception, breast-feeding is not recommended for one week. During this time
it is recommended to express and discard the breast milk in order to stimulate lactation.

Fertility
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A rapid return of fertility is likely following treatment with ulipristal acetate for emergency
contraception. Women should be advised 1o use a reliable barrier method for all subsequent
acts of intercourse until the next menstrual period.

4.7 Effects on ability to drive and use machines
[ llipristal acetate has minor or moderate influence on the ability to drive or use machines:
mild to moderate dizziness is common after Norpregna intake. somnolence and blurred vision
are uncommon: disturbance in attention has been rarely reported. The patient should be
informed not to drive or use machines if they are experiencing such symptoms.

4.8 Undesirable effects

Summary of the safety profile
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Adverse reactions listed below are classified according to frequency and system organ class
using the following convention: very common (=1/10). common (>1/100 to <1/10), uncommon

(1/1.000 to

1/100). rare (>1/10.000 1 <1/1.000). very rare (<1/10.000) and not known (cannot be estimated

irom the available data).

| MedDRA |
. B i Adverse reactions (frequency) |
]-_‘r-',\ stem organ class Common Uncommon L Rare
Infections and
| infestations Influenza
[ Metabolism and
1_nulrition disorders Appetite disorders
Emotional disorder
Anxiety
Insomnia
Hyperactivity disorder
L_l'isychiatric disorders Mood disorders  |Libido changes Disorientation
| Tremor
| Disturbance in attention
| Nervous system Headache Somnolence Dysgueusia
disorders Dizziness Migraine Syncope
Abnormal sensation in eye
Ocular hyperaemia
Eve disorders Visual disturbance Photophobia
[zar and labyrinth
_ disorders S—— : Vertigo
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Respiratory. thoracic
and mediastinal

disorders ~ Drythroat

Nausea* Diarrhoea

Abdominal pain* Dry mouth

Gastrointestinal Abdominal discomfort| Dyspepsia
disorders  Vomiting* | Flatulence

Skinand l

cne
subcutancous tissue Skin lesion
_ mwedes f p Fds . ..  JWiGE
Musculoskeletal and | [
connective tissue Mg‘al gia . %‘“"L\'wm,,,h
disorders | Bagkpain  "TNemiall L. sl
' = LebalMegiprrhagia.., Vi ey
| a \laginﬁ‘ Hﬁ%’afafge..'.' & o

Méﬁsﬁmlg_iqsprder ..'J"'S)'“ 3)!_;‘:'! g

3 f Metrorrhagig ‘l‘-"".“'-“hl-ti'én pruritus Bé:
} i Vag{mﬁﬁ"" ails 5D sﬁegﬁgﬁi"” ¥
Dysmienorrhea,.. | o Tt Ruptured ovarian cyst

Reproductive system ! Pelvic pain ﬁ'ﬁ?ﬁ’ﬁmthm Vll]\"{lvégjﬂqﬁ’.)?il‘l"i:'

~ and breast disorders | Breast tenderness _syndrome [Typomenorrhea® g—‘
General disorders | Chills -
and administration | Malaise
site conditions | Fatigue Pyrexia - Thist |

#Symptom which could also be related to an undiagnosed pregnancy (or related complications)

Adolescents: the safety profile observed in women less than 18 years old in studics and post-
marketing is similar to the safety profile in adults during the phase 11l program.

Post-marketing experience: the adverse reactions spontancously reported in post-marketing
experience were similar in nature and frequency to the safety profile described during the phase
111 program.

Reporting of suspected adverse reactions

Talk to your doctor or you can report directly via The Egyptian Pharmacovigilance Center:
Address: 21 Abd El Aziz Al Soud Street, El-Manial, Cairo, Egypt, And PO Box: 11451
Telephone: (+2) 02 25354100, Extension: 1303

Fax: +202 — 23610497

Email: pv.center(@edamohealth.gov.eg or pv@zeta-pharma.com

Online reporting: hitp://Www.epve.gov.eg

By reporting side effects, you can help provide more information on the safety of this product

49  Overdose

Experience with ulipristal acetate overdose is limited. Single doses up to 200 me have been
used in women without safety concern. Such high doses were well-tolerated: however, these
women had a shortened menstrual cycle (uterine bleeding occurring 2-3 days earlier than would
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be expected) and in some women, the duration of bleeding was prolonged. although not
excessive in amount (spotting). There are no antidotes and further treatment should be
symptomatic.

3. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Sex hormones and modulators of the genital system. emergency
contraceptives. ATC code: GO3ADO2.

Ulipristal acetate is an orally-active synthetic selective progesterone receptor modulator which
acts via high-affinity binding to the human progesterone receptor. When used for emergency
contraception the mechanism of action 1s inhibition or delay of ovulation via suppression of the
luteinising hormone (1.H) surge. Pharmacody namic data show that even when taken
immediately before ovulation is scheduled 1o occur (when LH has already started 1o risc).
ulipristal acetate is able to postpone follicular rupture for at least 5 days in 78.6% of cases

(p<0.003 vs. levonorgestrel and vs. placebo)
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Prevention of ovulatjen] ...
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Treatment before LH n=16§ | n=12 G "’"/ __'L'l_(iﬂ%ui ")‘.‘_3 | §
surge 0.0%% = 2500 Gl Spl) P05 5
§ | N4 gt n=14 . )
tsmperenaen b S pyve [ |
Treatment after LH n=10 | T R r—— s b 1 ' §
urge but before LH peak | 10.0% | N5% <0, QOFF T TS
i n=22 n=12
n=24 | 9.1% 8.3%
| Treatmentafter LHpeak | 42% . NST _ NS¥

1 Brache et al, Contraception 2013

§: defined as presence of unruptured dominant follicle five days afier late follicular-phase treatment
*: compared to levonorgestrel

NS: non statistically significant

+: compared to placebo

Ulipristal acetate also has high affinity for the elucocorticoid receptor and in vivo. in animals,
antiglucocorticoid effects have been observed. However, in humans, no such effect has been
observed even afier repeat administration at the daily dose of 10 mg. It has minimal affinity to
the androgen receptor and no affinity for the human estrogen or mineralocorticoid receptors.

Results from two independent randomised controlled trials (sec Table) showed the efficacy of
ulipristal acetate to be non-inferior to that of levonorgestrel in women who presented for
emergency contraception between 0 and 72 hours after unprotected intercourse or
contraceptive failure. When the data from the two trials were combined via meta- analysis. the
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risk of pregnancy with ulipristal acetate was significantly reduced compared to levonorgestrel
(p=0.046).

Pregnancy rate (%)
within 72h of unprotected intercourse or

contraceptive failure” Odds ratio [95% CI] of

- i [ £ )
g . L T dalar) 7 ¥
: G . ; ] - il . B
Following oral administration.of a single 50yngdose. ufipristal acetate is rap"ldl’d éﬁsargyed.
: — CUERN ; 3 ¥
with a peak plasma concentration of 1il oceurring approximately 1 hour (gJ.S-

2.0 h) after ingestion. and with an AUCO-% n1'550\?186'n9h@_|\-§m =, ¥

iy 5 e . : ) Sy s
Administration of ulipristal acetate together with a high-fat breakfast ri m{ud,;gtggg?xunale!y
45% lower mean Cmax, a delayed Tmax (from a median of 0.75 hours to 3 hours) and 25%

higher mean AUCO-o compared with administration in the fasted state. Similar results were
obtained for the active mono-demethylated metabolite,

Distribution

Ulipristal acetate is highly bound (>98%) to plasma proteins, including albumin. alpha-

l-acid glycoprotein, and high density lipoprotein.

Ulipristal acetate is a lipophilic compound and is distributed in breast milk, with a mean

daily excretion of 13.35 pg [0-24 hours]. 2.16 pg [24-48 hours], 1.06 pg [48-72 hours].

0.58 g [72-96 hours]. and 0.31 pg [96-120 hours].

In vitro data indicate that ulipristal acetate may be an inhibitor of BCRP (Breast Cancer
Resistance Protein) transporters at the intestinal level. The effects of ulipristal acetate on
BCRP are unlikely to have any clinical consequences.

Ulipristal acetate is not a substratc for either OATP1BI or OATPIB3.

Biotransformation/elimination

Ulipristal acetate is extensively metabolised to mono-demethylated, di -demethylated and
hydroxylated metabolites. The mono-demethylated metabolite is pharmacologically active. /n
vitro data indicate that this is predominantly mediated by CYP3A4, and to a small extent by
CYP1A?2 and CYP2AG. The terminal half-life of ulipristal acetate in plasma following a single
30 mg dose is estimated 10 32.4 + 6.3 hours, with a mean oral clearance (CL/F) of 76.8 £ 64.0
L/h.

Randomised « Ulipristal | pregnancy risk. ulipristal
controlled trial | acetate | * Levonorgestrel | acetate vs In:\@_nc&esuj@im |
I 0.91 1.68
HRA2914-307 | (7/773) ) (13/773) 0.50 [0.18-1.24]
’ 1.78 2.59
HRA2914-513 ©  (15/844)= 0.68 [0.35-1.31}
i 1.36 1 |
Meta- analysis 22/1617) - 0.580.33-0.99
L ..?)w r_,,“uh“.':ﬁ..%l !
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2: Glasier et al, Lancet 2010 d T vl -
3 Sl Ny L ey sLJ",_S " 4
5.2 Pharmacokinetic pg{)pertics S R B M ey f
Absorption ; wa” Ty =




Human drug Registration Dircctorate  Approval Date:30/12/2020 Revised by DR:Heba Hamdy
Pharmacology Department According to - EMEA

Special populations
No pharmacokinetic studies with ulipristal acetate have been performed in females with impaired

renal or hepatic function.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
[Lactose monohydrate
Polvvinyl pyrrolidone (K30)
Croscarmellose sodium

Magnesium stearate g,
S
Seaq))
6.2 Shelflife o

g’

2 vears .,\‘a.s,‘
6.3 Special preca
Stare at temperature not exceeding 30°G. jn dry p'l‘clcm %
6.4  Nature and ents ofcont:géél;!'“'“‘“ = Selyy 3
Carton Box contain 1.2 or 3 ( reRtPMDC) Smpq c'fébef.b\'o T ablcfs iml an insert leaflet

MANUFACTURED by Technopharma for T(MWamaceutlgil industries

Head office: 36 Al Sheikh Mohamed Al Nadi, Nasr City, Cairo, I c\pt 'ﬁ'l +(+202) 227
155 82 Fax: (+202) 227 155 83
Email: hitp://www.zetapharma.net/en
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