Delayed Release Tablet
Doxylamine succinate and pyridoxine hydrochloride

- 1- INDICATIONS AND USAGE

MORNIGAG is indicated for the treatment of nausea and vomiting of pregnancy in women who do not

respond to conservalive management.

Limitations of Use

MORNIGAG has not been studied in women with hyperemesis gravidarum.

- DOSAGE AND ADMINISTRATION

21 Dosage Information

Initiall, take two MORNIGAG delayed-release tablets orally at bedtime (Day 1) If this dose adequately

controls symploms the next day, continue taking two tablets daily at bedtime. However, if symptoms

persist into the aflernoon of Day 2, take the usual dose of two lablets at bedtime that night then take

three tablels starting on Day 3 (one tablet in the morning and two tablets at bedtime. If these three

tablets adequately control symptoms on Day 4, continue Laking three tablets daily. Otherwise take four

tablets starting on Day 4 (one Lablet in the morning, one tablet mid-afternoon and two tablets at

bedtime). The maximum recommended dose is four tablels (one in the morning, one in the

mid-afternoon and two at bedtime) daily. Take on an empty stomach with a glass of waler [see Clinical

Pharmacology (12311 Swallow tablets whole. Do not crush, chew, or split MORNIGAG tablets. Take as a

daily prescription and nol on an as needed  basis. Reassess the woman for continued need for

MORNIGAG as her pregnancy progress

- 3- CONTRAINDICATIONS

MORNIGAG is contraindicated in women with any of the following conditions:

Known hypersensitivity to doxylamine succinate, other - ethanolamine derivative anthistamines,

pyridoxine hydrochloride or any inacive ingredient in the formulation

Monoamine oxidase (MAO) inhibitors intensify and prolong the adverse central nervous system effects

of MORNIGAG Isee Drug Interactions (711]

- 4- WARNINGS AND PRECAUTIONS

41 Adtivities Requiring Mental Alertness

MORNIGAG may cause somnolence due to the anticholinergic properties of doxylamine succinate, an

antihistamine. Women should avoid engaging in activities requiring complete mental alertness, such as

driving or operaling heavy machinery, while using MORNIGAG. uniil cleared to do so by their

healthcare provider

MORNIGAG use is not recommended if a woman is concurrently using central nervous system (CNS)

depressants including alcohol. The combination may result in severe drowsiness leading to falls or

accidents [see Drug Inferactions (71

42 Concomitant Medical Conditions

MORNIGAG has anticholinergic properties and, therefore, should be used with caution in women with:

asthma, increased intraocular pressure, narrow angle glaucoma, stenosing peplic ulcer, pyloroduodenal

obstruction and urinary bladder-neck obstruction.

43 Interference with Urine Screen for Methadone, Opiates and Phencyclidine Phosphate (PCP)

There have been reports of false positive urine screening tests for methadone, opiates, and PCP with

doxylamine succinale/pyridoxine hydrochloride use [see Drug Interactions (Z3]]

44 This product contains lactose, Patients with rare hereditary problems of galactose intolerance, the

Lapp lactose deficiency o glucose-galactose malabsorption should not take this medicine.

- 5- ADVERSE REACTIONS

The following adverse reactions are discussed elsewhere in the labeling:

o Somnolence [see Warnings and Precautions (5.1)

o Falls or other accidents resulting from the effect of the combined use of MORNIGAG with CNS

depressants including alcohol [see Warnings and Precautions (5.1)

51 Clinical Trial Experience

Number (Percent) of Subjects with = 5 Percent Adverse Reactions in a 15 Day Placebo-Controlled Study

of Doxylamine succinate and pyridoxine hydrochloride (Only Those Adverse Reactions Occurring al an

Incidence = 5 Percent and at a Higher Incidence with Doxlamine succinate and Pyridoxine

hydrochloride than Placebo are Shown) Somnolence (14:3%)

52 Postmarkeling Experience

The following adverse events, listed alphabetically, have been identified during post-approval use of the

combination of 10 mg doxylamine succinate and 10 mg pyridoxine hydrochloride. Because these

reactions are reported voluntaril from a population of uncertain size, it is not always possible to reliably

estimate their frequency or establish a causal relationship to drug exposure.

Cardiac disorders: dyspnea, palpitation, tachycardia

Ear and labyrinth disorders: vertigo

Fye disorders: vision blured vl disturbances

strointestinal disorders: abdominal distension, abdominal pain, constipation, diarrhea

Goneratdisonders and adminstraton st condions.chet dcomion fatigue, imiability, malaise

Immune system disorders: hypersensitivity

Nervous system disorders: dizziness, headache, migraines, paresthesia, psychomotor hyperactivity

Psychiatric disorders: anxiety, disorientation, insomnia, nightmares

Renal and urinary disorders: dysuria, urinary relention

Skin and subcutaneous tissue disorders: hyperhidrosis, pruritus, rash, rash maculo-papular

- 6- DRUG INTERACTIONS

6.1 Drug Interactions

Use of MORNIGAG is contraindicated in women who are laking monoamine oxidase inhibitors

(MAOIS), which prolong and intensify the anticholinergic (drying) effects of antihistamines. Concurrent

use of alcohol and other CNS depressants (such as hypnolic sedatives and tranquiizers) with

MORNIGAG is not recommended

62 Drug-Food Interactions

Afood-effect study demonstrated tha the delay in the onset of action of MORNIGAG may be further

delayed, and a reduction in absorption may occur when tablets are taken with food [see Dosage and
(2, Clinical (1231, Therefore, should be taken on an emply

stomach with a glass of water [see Dosage and Administration (21,

63 False Positive Urine Tests for Methadone, Opiates and PCP.

fase posive drug screns for melhadone, opaes, and PCP can ocar with doxamine

succinate pyridoxine” hydrochloride use. Confirmal s Gas Chromalography Mass

Spectromelry GCMS) should be vsed 0 confrm e Toenity of the subsance in he event of 3 posive

immunoassay resul

o USE N SPECIFIC POPULATIONS

71 Pregnancy

Risk Summary

MORNIGAG is intended for the treatment of nausea and vomiting of pregnancy in women who do not

respond 1o conservative management. Malernal risks are discussed throughout the labeling. No

increased risk for congenita has been reported in studies in pregnant

women

in the U, general population, the estimated background risks for major birth defects and miscarriage in

linically recognized pregnancies are 2-4% and 15-20% respectively

72 Lactation

Women should not breastfeed while using MORNIGAG.

The molecular weight of doxylamine succinate is low enough that passage into breast milk can be

expected. Excitement, rrilability and sedation have been reported in nursing infants presumably exposed

10 doxylamine succinate through breast milk.Infants with apnea or other respiratory syndromes may be

particularly vulnerable (o the sedative effects of MORNIGAG resulling in worsening of their apnea or

respiratory conditions.

Pyridoxine hydrochloride is excreted into breast milk. There have been no reports of adverse events in

infants presumably exposed to pyridoxine hydrochloride through breast milk.

- 8- Pediatric Use

The safety and effectiveness of MORNIGAG in children under 18 years of age have not been

established

Falaliies have been reported from doxylamine overdose in children. The overdose cases have been

characterized by coma, grand mal seizures and cardiorespiratory arrest. Children appear to be at a high

tisk for cardiorespiralory arrest. A toxic dose for children of more than 1.8 mg/kg has been reported. A

3 year old child died 18 hours after ingesting 1000 mg doxylamine succinate. However, there is no

correlation between the amount of doxylamine ingested, the doxylamine plasma level and dlinical

symplomalology.

- 9- OVERDOSAGE

91 Signs and Symptoms of Overdose

MORNIGAG is a delayed-release formulation, therefore, signs and symptoms of intoxication may not

be apparent immediately. Signs and symploms of overdose may include restlessness,

dilated pupils, sleepiness, verligo, mental confusion and tachycardia. At toxic dos

anticholinergic effects, including seizures, thabdomyolysis, acute renal failure and death

92 Management of Overdose

If treatment is needed, it consists of gastric lavage or activated charcoal, whole bowel irrigation and

symplomalic treatment

+10- DESCRIPTION

MORNIGAG (doxylamine succinate 10 mg and pyridoxine hydrochloride 10 mg) delayed
are Blue enteric coated biconvex rounded tablet
Inactive ingredients are as follows: Avicel PH 200 (Microcrystalline cellulose), Aerosil 200 (Colloidal
Silicon Dioxide), Croscarmellose sodium, Lactose Monohydrate, Sodium sterayl fumarate, Talc.
Enteric coat: Acryl EZE Blue, Triethyl citrate, Dimethicone 350

CLINICAL PHARMACOLOGY
111 Mechanism of Action
The mechanism of Athon of MORNIGAG is unknown.
112 Pharmacol
The pharmacokinelics of Dosylamine succinate and pyridosine hydrochloride hasbeen characterized in
healthy non-pregnant adult women resuls for yridoxine, including its
vtamin 56 metaboltes, pyridosal, pyridoxal  5-phosphate, pvnduxumlnc and  pyridoxamine
5-phosphate, are summarized in Tables 2 to 5.
Absorption
A single-dose (two tablets) and multiple-dose (four tablets daily), open-label study was conducted to
assess the safety and pharmacokinetic profile of Doxylamine succinate and pyridoxine hydrochloride
administered in_healthy non-pregnant adult women. Single-doses (two. tablets at bedtime) were
administered on Days 1 and 2. Multiple-doses (one tablet in the morning, one tablet in the afternoon and
two tablets at bedtime) were administered on Days 3-18.
Doxylamine and pyridosine are absorbed in the gasirointest
The Cmax of doxylamine and pyridoxine are achieved within 7

-ase fablels

tract, mainly in the jejunum.
ind 55 hours, respectively (see Table 2)

[Table 2 - Single-Dose and Multiple-Dose Pharmacokinetics of Doxylamine succinate and pyridoxin
lhydrochloride in Healthy Non-Pregnant Adult Women
Single Dose Multiple Dose
AUCO-inf_[Cmax__[Tmax AUCO-inf_[Cmax__[Tmax
(ngeh/mL]_[ngmi] | (h) Togehjm)_[ing/mi1 | _(h)
Doxylamine 12809+ [833+ |72+ 37215+ 1686 +] 78+
3693 206 19 13185 385 16
Pyridoxine 434+ 526+ | 57+ 645+ 461+ 56+
16.5 150 15 283 13
Pyridoxal 216 + 743+ |65+ 15872 + 2100+ 684
461 121.8 14 5500 544 12
Pyridoxal 5 Phosphate | 15364 £ [j00= |17 = 60997+ | B49%| 63|
7215 100 53 1383.7 169 66
EAES 05+ |59+ 26% 05+ 6.6 1
27 07 21 08 02 14
\’yndoxdmm( 52+ 07+ 148+ 945i 23+ 1244
[5'-phosphate 38 0.5 66 1.7 112
Multiple-dose administration of Doxylamine succinate and pyridoxine h)uo(h\mldc resulls in increased

concentrations of doxylamine as wellas increases in doxylamine Cmax and AUCO-last of absorption. The

time to reach the maximum concentration is not affected by multiple doses. The mean accumulation

index is more than 1.0 suggesting that doxylamine accumulates following multple dosing (sce Table 3).
n

Although no accumulation was observed for pyridoxine, the mean dex for cach
metabolite (pyridoxal, pyridoxal 5-phosphate, and pyridoxamine 5phosphate) is more than 10
following multple-dose administration of Doxylamine succinate and pyridoxine hydrochloride. The fime
o reach the maximum is not affected by multiple doses (see Table 2)

[Table 3 ~ Pharmacokinetics of Doxylamine and Pyridoxine Following, Single Dose and Mulliple Dos
Administration of Doxylamine succinate and pyridoxine hydrochloride to Healthy Non-Pregnant Adul
Women

AUCO-last AUCO-inf Cmax Tmax T1 2el

(ngeh/mL) (ng-h/mL) (ng/mL) (h) (h)
Doxylamine [Single (9114 = 12809 + 855+ 2% 015
IMean:5D 056 603 06 19 1
IN=18 IMultiple 36613 + 37215+ 1686 + 78+ 1.9+

12792 15185 385 16 53
Pyridoxine | Single[39.3 + FErE 326+ 57% 05+
IMean£SD 165 165 150 1 02
IN=18 Multiple [593 + 645+ 461+ 56+ 05+

339 364 283 13 01

Food Effect

The adminisiration of food delays the absorption of both doxylamine and pyridoxine. This delay is
associated with a lower peak concentration of doxylamine, but the extent of absorption is not affected
(see Table 4 The efectof food on the peak concentration and the extentof absorpion of the pyridoxine
comporent is more complex because the pyrdoval pyidoamine pyidosl -phosphate and
pyridoxamine 5-phosphate metabolites also contribute to the biological ood significantly
reduces the bioavailability of pyridoxine, lowering its Cmax and AUC by JppluvmdlL ly Son compared to
fasting conditions. Similarly, food significantly reduces pyridoxal AUC and reduces its Cmax by 50%
compared to fasting conditions. In conirast, food slightl increases pyridoxal 5-phosphate Cmax and
extent of absorption. As for pyridoxamine and pyridoxamine 5phosphate, the rate and extent of
abzorplon seem o decrepse under ed condiions

e 4 - Pharmacokinlics of Doxylamine and Pyridoxine Following Adminisiration of Doxylamin
e and pyridoxine hydrochloride Under Fed and Fasted Conditions in Healthy Non-Pregnant Adul
Women

AUCO-t AUCO-inf Cmax Tmax T1/2el
(ngeh/mL) (ng-h/mL) (ng/mL) (h) L
Doxylamine | Fasted [ 14072 = 479 & 949 % 51234
IMean:sD 5369 5522 184
IN=42. Fed 1488.0 £ 4632 | 1579.0 £ 4227% 757 £ 166 | 149+ 74
Pyridoxine | Fasted 338+157 395+ 1291 3554214 [25+09 04 +02f
IMean£SD
IN=42 Fed 183 + 145 242 +140¢ 157+ 108 [95 + 4.0 05+02¢
N7
1N=31
1N=18
Distribution

Pyridoxine is highly protein bound, primarily to albumin. lts main active metabolite, pyridoxal

5'-phosphate (PLP) accounts for at least 60% of circulating vitamin B6 concentrations.

Metabolism

Doxlamine is_biotransiormed in the liver by N-dealkyltion o its princle - melaboles
d and N, N

Pyridoxine is a prudrug prmariy metabalied i the iner
Excretion

The principle metabolit
excreted by the kidney:
The terminal elimination half-lfe of doxylamine and pyridoxine are 125 hours and 0.5 hours, respectively
see Table 5)

Table 5 - Terminal Elimination Half-Life (T1 2el) for Doxylamine succinate and pyridoxine hydrochloride
Administered as a Single Dose of Two Tablets under Fasting Conditions in Healthy Non-Pregnant Adult

doxylamine, N-desmethyl-doxylamine and N, N y are

Tij2el (h)
oxylamine 26154
Pyri osine 40,
Pyridoxal T2
Pyri deh Phosphate 816+ 422
152
5-Phosphate 654515

Tse in Specific Populations

Race: No pharmacokinetic studies have been conducted related to race.

Hepatic Impairment: No pharmacokinetic studies have been conducted in hepatic impaired patients.
Renal Impairment: No pharmacokinetic studies have been conducted in renal impaired patients
+12- HOW SUPPLIED/STORAGE AND HANDLING

12.1 How supplied

Carton box containing 1,23 (AL Colorless transparent Aclar) strips each of 10 delayed release tablet +
Pamphlet

12.2 Storage and Handling

Shelf Life: 2 years

Storage condition: Store at temperature not exceeding 25 °C, In dry place.

Keep all medicaments out of reach of children

Product of:

AMOUN PHARMACEUTICAL CO.
SAE.

El-Obour City, Al Qalyubia, Egypt.
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