Translation from Latvian

@ Summary of Product Characteristics
OilainFarm

1 NAME OF THE MEDICINAL PRODUCT

Neiromidin® 20 mg tablets
Neiromidin® 5 mg/ml solution for injection
Neiromidin® 15 mg/ml solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Active substance INNpidacrinum.
- Each Neiromidin® 20 mg tablet contains 20 mg ofif@irine hydrochloride.

- Neiromidin® 5 mg/mL solution for injection: 1 mL lkeion for injection (1 ampoule) contains 5 mg
of ipidacrine hydrochloride (5 mg/mL).

- Neiromidin® 15 mg/mL solution for injection: 1 mloksition for injection (1 ampoule) contains 15
mg of ipidacrine hydrochloride (15 mg/mL).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

- Tablets.

White to almost white round flat tablets with bdedledge.
- Solution for injection.

Transparent colourless solution.

4, CLINICAL PARTICULARS

4.1 Therapeuticindications

- Peripheral nervous system diseases, such agisgooiyneuritis, polyneuropathy, polyradiculonepathy,
myasthenia and myasthenic syndrome of variousoggyol

- Bulbar palsy and paresis;

- Recovery period after organic CNS (Central Nes/System) lesions with motion disorders;

- Complex therapy of demyelinating disease;

- Memory disorders of different origins, such aglimer's disease and other forms of dementiadgrigt

- Intestinal atony.

4.2 Posology and method of administration

Posology

- Neiromidin® 20 mg tablets
Peripheral nervous system diseases, myastheniagadthenic syndrome
The recommended dose is 10 to 20 mg 1 - 3 timegdagr The course of treatment is 1 - 2 months. If
necessary, treatment may be repeated several dginm@ervals of 1- 2 month.

Memory disorders of different originsyich as Alzheimer's disease and other forms of wl&aria elderly
Doses and duration of the treatment should be mieted individually. The maximum daily dose may be
increased up to 200 mg. The treatment duratioroig L month and up to 1 year.

Treatment and prophylaxis of intestinal atony
The recommended dose is 20 mg 2 - 3 times dailg.churse of treatment is 1 - 2 weeks.



- Neiromidin® 5 mg/mL and 15 mg/mL solution for injam
Peripheral nervous system diseases, myastheniangadthenic syndrome
The recommended dose is 5 to 15 mg (1 ampoule obi®in® 5 mg/mL or 15 mg/mL solution for
injection) 1-2 times a day, administered as a simgiramuscular or subcutaneous injection. The soof
treatment is 1 - 2 months. If necessary, treatmmeyt be repeated several times at intervals ofrhegth.

Prevention of myasthenic crisis in case of severgamuscular transmission disorders

15 -30 mg (1 — 2 mL of Neiromidin® 15 mg/mL sotutifor injection) should be administered parentgral
over a short period of time. Treatment should b&inaed with Neiromidin® 20 mg tablets at dose20f
40 mg 5 to 6 times daily.

Memory disorders of different origins, such as Alater's disease and other forms of dementia inrlgide
Doses and duration of the treatment should be méted individually. The maximum daily dose may be
increased up to 200 mg. The treatment duratioroigs fL month and up to 1 year.

Method of administration

- Neiromidin® 20 mg tablets should be administereadlpmwith a glass of water.

- Neiromidin® 5 mg/mL and 15 mg/mL solution for injem should be administered intramuscularly
or subcutaneously. Doses and duration of the tevatishould be determined individually, accordinghe
severity of the disease.

4.3 Contraindications

Hypersensitivity to the active substance or to afnhe excipients listed in section 6.1,
Epilepsy;

Extrapyramidal disorders with hyperkinesia;

Angina pectoris, significant bradycardia;

Bronchial asthma;

Intestinal or urinary tract obstruction;

Vestibular disorders;

Exacerbation of gastric or duodenal ulcer;

Pregnancy and lactation.

4.4  Special warningsand precautionsfor use

Caution should be exercised in patients with aohystof gastric and duodenal ulcer, in cases of
thyrotoxicosis and cardiovascular diseases as well.

Ipidacrine should be used with caution in patienith a history of respiratory diseases includingitac
respiratory disease.

Lactose Each Neiromidin® 20 mg tablet contains 65 mgaatdse. Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiemcglucose-galactose malabsorption should not thise
medicinal product.

45 Interaction with other medicinal productsand other forms of interaction

Neiromidin® in combination with CNS depressantgéases sedative effect. Neiromidin® activity, adl we
as the risk of side effects increases, when takacanitantly with other cholinesterase inhibitorsl av-
cholinomimetics. In patients with myasthenia gratis risk of cholinergic crisis enhances, if Neirdm®

is used in combination with other cholinergic agent

If prior to Neiromidin® administration beta-bloclkehave been used, the risk of bradycardia may asere
Cerebrolysin improves mental effects of Neiromidin®

Alcohol may enhance the risk of undesirable effects

4.6 Pregnancy and lactation

The medicinal product can increase uterine tone laad to premature delivery, therefore, ipidacrime
contraindicated during pregnancy.



It is unknown whether ipidacrine is excreted intortan breast milk, therefore, it is contraindicatetireast-
feeding women.

4.7 Effectson ability to drive and use machines
Neiromidin® may cause sedation. Patients shouladwised not to drive or operate machinery if affect
4.8 Undesirable effects

Like all medicines ipidacrine can cause side effezithough not everybody gets them.

Their frequency is defined using the following centions: very commor>@/10); common 1/100 to <
1/10); uncommonx1/1,000 to < 1/100); rare:(1/10,000 to < 1/1,000); very rare (< 1/10,000).

Neiromidin® is well tolerated. Possible undesiral@éfects are usually associated with muscarinic
cholinoceptors stimulating activity.

Cardiac disorderscommon — bradycardia, palpitations.

Nervous system disordersncommon, when administering high doses - headalt®ness, somnolence,
Musculoskeletal and connective tissue disordetsmacommon, when administering high doses - muscle
cramps.

General disorders and administration site condiioruncommon, when administering high doses
weakness.

Respiratory, thoracic and mediastinal disordemsicommon — increased bronchial secretion.
Gastrointestinal disorderscommon — nausea, salivation; uncommon, when adrermg high doses —
vomiting; rare — diarrhoea, epigastric pain.

Skin and subcutaneous tissue disordesnmon — sweating; uncommon, when administering kigses —
hypersensitivity skin reactions (itching, rash).

Anticholinergic agents, such as atropine, may des@ealivation and bradycardia.

In case of undesirable effects the dose shouldeseedsed or Neiromidin® should be discontinuedafor
short period of time.

49 Overdose

Symptomssevere overdose may result in cholinergic crisigracterized by bronchospasm, eyes tearing,
nystagmus, miosis, vomiting, sweating, bradycardiggotension, heart block, arrhythmia, convulsions,
unconscious defecation and urination, restlessaessety, agitation, fear, ataxia, convulsions, apsiurred
speech, drowsiness and fatigue. Intensity of thepsyms can be mild.

Treatment:in case of Neiromidin® overdose treatment is symyatic; anticholinergic agents, such as
atropine, trihexyphenidyl, metacin etc.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: anticholinesterase<C. édde: NO7AA.

Neiromidin® is a reversible cholinesterase inhibitb directly stimulates impulse transmission fie tCNS
and neuromuscular synapses by blocking membraressiom channels. Neiromidin® enhances not only
choline, but also adrenaline, serotonin, histaraime oxytocin effects on smooth muscle.

Neiromidin® main pharmacological effects:

* restores and stimulates neuromuscular transmissio

* restores impulse transmission in the periphezaVaus system due to blockade, caused by variateréa
such as trauma, inflammation, local anaesthetizagsantibiotics and potassium chloride exposure, et

» enhances smooth muscle contractility affected byathagonists, excluding potassium chloride;

» moderately and specifically stimulates CNS in boration with some sedative activity;

* improves memory.

There are no adequate studies on the product gafethildren.



5.2 Pharmacokinetic properties

Absorption
After oral administration ipidacrine is rapidly a@osed from the gastrointestinal tract. Absorption o

ipidacrine mainly takes place in the duodenum aamtigdly in the small intestines. Peak plasma leadter
ingesting 10 mg of active substance occur withie lbour.

Distribution
Ipidacrine is approximately 40-55% plasma protesard. Neiromidin® is rapidly and widely distributed
the tissues. When distribution equilibrium is rezathonly 2% of ipidacrine is found in the plasma.

Biotransformation
Neiromidin® is metabolised in the liver.

Elimination

Renal excretion is the major route of eliminatidpidacrine can also be eliminated extrarenally. The
elimination half-life of Neiromidin® is about 40 mites. Neiromidin® is excreted in the urine maibly
tubular secretion and only 1/3 of the dose is drdrby glomerular filtration. 3.7% of the dose lisnenated

in the urine unchanged after oral administratiow 34.8% - after parenteral administration.

5.3 Preclinical safety data

Acute toxicity

LD50
mg/kg body weight
Method of administration Mice Rats Rabbits
Oral 68 62 55
Subcutaneous 52 56

Acute toxicity data indicate ipidakrine moderatetactoxicity.

Chronic toxicity

Chronic toxicity studies showed ipidakrine safety dase of prolonged use, as well as the fact that
undesirable effects, associated with muscarinidimbeptors stimulating activity, occur relativeigre and

for a short period of time. This allows wide rarjelose amounts to achieve desired therapeuticteffe

Carcinogenicity, mutagenicity, teratogenicity, egdtoxicity
Studies did not show ipidakrine carcinogenic, matg, teratogenic, embryotoxic or allergic potdntia
immunotoxic activity and no adverse impact on théoerine system as well.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Neiromidin® 20 mg tabletdactose, potato starch, calcium stearate.

Neiromidin® 5 mg/mL solution for injectiord M hydrochloric acid (for pH adjustment) and ®rmafor
injection.

Neiromidin® 15 mg/mL solution for injectiod M hydrochloric acid (for pH adjustment) and ®rafor
injection.

6.2 Incompatibilities
Neiromidin® 20 mg tablets: not applicable.

Neiromidin® 5 mg/mL and 15 mg/mL solution for inf@mn: in the absence of compatibility studies, this
medicinal product must not be mixed with other mdil products.



6.3 Shelf life

Neiromidin® 20 mg tablets: 5 years.
Neiromidin® 5 mg/mL solution for injection: 2 years
Neiromidin® 15 mg/mL solution for injection: 2 year

6.4 Special precautionsfor storage

Neiromidin® 20 mg tablets:

Do not store above 25 °C. Protect from light andsinoe.
Neiromidin® 5 mg/mL and 15 mg/mL solution for itiewc:
Do not store above 25 °C. Protect from light.

6.5 Natureand contents of container

Neiromidin ® 20 mg tablets:

Primary package10 tablets in a PVC film and lacquered aluminuihldister.

Secondary packagé: blisters (50 tablets) and package leaflet iaréon box.

Neiromidin ® 5 mg/mL solution for injection:

Primary packageone 1 ml neutral glass ampoule (type I) containgyof ipidakrine hydrochloride.
Secondary packagd0 ampoules rigid PVC tray and package leaflet @arton box.
Neiromidin ® 15 mg/mL solution for injection:

Primary packageone 1 ml neutral glass ampoule (type 1) contaiisng of ipidakrine hydrochloride.
Secondary packagd0 ampoules rigid PVC tray and package leaflet @arton box.

6.6 Special precautionsfor disposal and other handling

No special requirements.

7. MARKETING AUTHORISATION HOLDER

JSC Olainfarm.

Address: 5, Rupnicu St., Olaine, LV-2114, Latvia.

Phone +371 67013701 « Fax +371 67013777 » e-maihfarm@olainfarm.lv

8. MARKETING AUTHORISATION NUMBERS

Neiromidin® 20 mg tablets: 97-0550

Neiromidin® 5 mg/mL solution for injection: 03-0284

Neiromidin® 15 mg/mL solution for injection: 03-028

0. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Neiromidin® 20 mg tablets: 05.11.1997 / 17.03.2002.05.2008.

Neiromidin® 5 mg/mL solution for injection: 11.0D@3/14.07.2008.

Neiromidin® 15 mg/mL solution for injection: 11.@D03/14.07.2008.

10. DATE OF REVISION OF THE TEXT

18.06.2012.



