[Draft of Package Insert]
For Animal Use Only

TILMICOSIN-25 w/v

Oral Solution

CONTENT: THMICOSIN....cuieiie i 250 mg/ml
PRODUCT DESCRIPTION: Clear, light yellowish liquid.

PHARMACODYNAMICS:

Tilmicosin is a semi-synthetic antibiotic of the macrolide group and is believed to affect

protein synthesis. It has bacteriostatic action but at high concentrationsit may be

bactericidal.

This antibacterial activity is predominantly against Gram-positive microorganism with

activity against certain gram-negative ones and Mycoplasma of abovine, porcine, ovine

and avian origin. In particular, its activity has been demonstrated against the following

microorgani sm:

* Pigs. Mycoplasma hyopneumoniae, Pasteurella multocida and Actinobacillus
pleuropneumoniae

= Chickens and turkeys: Mycoplasma gallisepticum and Mycoplasma synoviae

» Calves: Mannheimia haemolytica, Pasteurella multocida, Mycoplasma bovis and M.
dispar.

Scientific evidence suggests that macrolides act synergistically with the host immune

system. Macrolides appear to enhance phagocyte killing of bacteria. Tilmicosin has been

shown to inhibit in vitro the replication of the Porcine Reproductive and Respiratory

Syndrome virus in alveolar macrophages in a dose dependent fashion.

Cross-resistance between tilmicosin and other macrolides and lincomycin has been

observed.

PHARMACOKINETICS:

Whilst blood concentrations of tilmicosin are low, there is pH-dependent macrophage
accumulation of tilmicosin in inflamed tissues.

Pigs: After oral administration of 200 mg tilmicosin/l drinking water, the average active
substance concentrations detected in lung tissue, alveolar macrophages and bronchial
epithelium 5 days after the start of treatment were 1.44 pg/ml, 3.8 pg/ml and 7.4 pg/g
respectively.

Poultry: Asearly as 6 hours after oral administration of 75 mg tilmicosin/I drinking
water, the average active substance concentrations detected in lung and alveolar tissue
were 0.63 pg/g and 0.30 pg/g respectively. 48 hours after the start of treatment, the
tilmicosin concentrations in lung and alveolar tissue were 2.3 ng/g and 3.29 pg/g
respectively.

Calves: As early as 6 hours after oral administration of 25 mg tilmicosin/kg body
weight/day in milk replacer, an average active substance concentration of 3.1 pg/g was
detected in lung tissue. 78 hours after the start of treatment, the tilmicosin concentration



in lung tissue was 42.7 pg/g. Therapeutically effective concentrations of tilmicosin were
measured up to 60 hours after treatment.

Turkeys: After oral administration of 75 mg tilmicosin/l drinking water, the average
active substance concentrations detected in lung tissue, air sac tissue and plasma 5 days
after the start of treatment were 1.89 pg/ml, 3.71 pg/ml and 0.02 pg/g respectively. The
highest mean tilmicosin concentration detected for lung tissues was 2.19 pg/g at 6 days;
for air sac tissue it was 4.18 ug/g at 2 days and in the plasma it was 0.172 pg/g at 3 days.

INDICATION:

Pigs: For the treatment and prevention of respiratory disease in pig herds, associated with
Mycoplasma hyopneumoniae, Pasteurella multocida, Actinobacillus pleuropneumoniae
and other organisms susceptible to tilmicosin.

Chickens: For the treatment and prevention of respiratory disease in chicken flocks,
associated with Mycoplasma gallisepticum and M. synoviae.

Turkeys: For the treatment and prevention of respiratory disease in turkey flocks,
associated with Mycoplasma gallisepticum and M. synoviae.

Calves: For the treatment and prevention of bovine respiratory disease, associated with
Mannheimia haemolytica, Pasteurella multocida, Mycoplasma bovis, M. dispar and other
organisms susceptible to tilmicosin.

DOSAGE & ADMINISTRATION:

Pigs: To beincluded in the drinking water to provide adaily dose of 15-20 mg/kg
bodyweight for 5 days, which may be achieved by the inclusion of 200 mg tilmicosin per
litre (80 ml of the product per 100 litres).

Chickens and Turkeys (except hens producing eggs for human consumption): To be
included in the drinking water at a daily dose of 15-20 mg/kg bodyweight in chickens and
10-27 mg/kg bodyweight in turkeys for 3 days, which may achieved by the inclusion of
75 mg tilmicosin per litre (30 ml of the product per 100 litres).

Calves: To beincluded in milk replacer only, at a dose of 12.5 mg/kg bodyweight and
given twice daily for 3-5 consecutive days, which may be achieved by the inclusion of 1
ml of product every 20 kg bodyweight.

The uptake of medicated water/milk replacer depends on the clinical condition of the
animals. In order to obtain the correct dosage, the concentration of the product should be
adjusted accordingly.

CONTRAINDICATIONS:
Do not allow horses and other equines access to drinking water containing tilmicosin.
Do not use in case of hypersensitivity to tilmicosin or to any of the excipients.

WARNINGS/ PRECAUTIONS:

Important: Must be diluted before administration to animals.

Pigs, chickens and turkeys: Water consumption should be monitored in order to
guarantee adequate dosing. In case water consumption does not match quantities for
which recommended concentrations were cal culated, the concentration of product has to
be adapted in away that the recommended dosage will be taken up by the animals or
different medication should be considered.



To avoid exposure during preparation of the medicated drinking water, wear overalls,
safety glasses, and impervious gloves. Do not eat, drink or smoke when handling this
product. Wash hands after use.

DRUGSINTERACTIONS: None known.

PREGNANCY AND LACTATION: The safety of tilmicosin has not been established
in animals used for breeding purposes.

ADVERSE EFFECTS: Pig: In very rare cases, a decrease in water intake has been
observed.

OVERDOSE AND TREATMENT: None known.

WITHDRAWAL PERIOD(S):

Pigs- 14 days

Chickens - 12 days

Turkeys— 19 days

Calves- 42 days

Not authorised for usein laying birds producing eggs for human consumption. Do not use
within 14 days of onset of the laying

Not for usein lactating animals.

PACKAGING AVAILABLE: 1 Liter Oral Solution packed into HDPE bottle.
DATE OF REVISION OF PACKAGE INSERT: 22 April 2015.

Manufactured by:

PAHANG PHARMACY SDN. BHD. (10826-K)
LOT 5979, JALAN TERATAI,

5% MILE OFF JALAN MERU, 41050 KLANG,
SELANGOR D.E., MALAYSIA.



