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	Compound Anisodine Hydrobromide Injection 
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[Drug Name]
Generic Name: Compound Anisodine Hydrobromide Injection
English Name: Compound Anisodine Hydrobromide Injection

[Ingredients]
This product is a compound preparation. Each ampoule contains 0.1mg of anisodine hydrobromide and 10mg of procaine hydrochloride.

[Description]
This product is a colorless clear liquid.

[Indication]
This product is indicated for the treatment of the ischemic disorders of optic nerve, retina, and choroid.

[Strength]
2ml: 0.2 mg of anisodine hydrobromide, 20mg of procaine hydrochloride

[Usage and dosage]
This product should be injected subcutaneously beside the superficial temporal artery of diseased side. The recommended dosage is 2 ml (one ampoule) once daily (for acute or severe cases, an additional per bulbar injection should be given once daily). Fourteen injections compose one course of treatment. 2-4 courses of treatment may be required according to conditions of different patients.

[Adverse Reactions]
A few patients may feel a mild dry mouth after injection, which may disappear 15-20 minutes later.

[Contraindications]
1.    This product is contraindicated to patients suffering from acute stage of cerebral hemorrhage or ophthalmorrhagia.
2.    It should not be used in patients with history of hypersensitivity to procaine.

[Usage for women in pregnancy or in lactation] No data available

[Usage for children] No data available

[Usage for aged people] No data available

[Drug Interactions] No data available

[Overdose]
When used in high doses, this product can lower the blood pressure to some extent, which recovers 90 minutes later. ECG keeps unchanged after injection. It shows no significant influences on both depth and frequency of respiration.

[Pharmacology and toxicology]
The results of studies in primary and secondary ocular ischemia and vascular occlusive ocular ischemia rabbit models showed that: this product can accelerate the restoration of vasoactive substances to normal levels in the ischemic region of the eye, relieve vasospasm, maintain the normal tensity and diastolic-systolic function of choroidal vessels, increase blood flow, improve blood supply, promote the rapid recovery of ischemic tissue.  

[Storage]  
Store at the temperature below 30℃ and protect from light.

[Packing]
This product is supplied in brown ampoules. Each box contains 10 ampoules.

[Shelf Life]
Temporarily set as 24 months 
[Product Licence Number] Guoyaozhunzi H20000495
[Manufacturer]
Name:  Beijing Zizhu Pharmaceutical Co., Ltd.
Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing
Postal code: 100024
















	
	Dexamethasone Implants
[Drug Name]
Generic Name: Dexamethasone Implants
English Name: Dexamethasone Implants
Chinese Phonetics: Disaimisong Zhiruji
[Ingredients] 
Active Ingredient: dexamethasone
Chemical Name: 9-Fluoro-11β, 17, 21-trihydroxy-16α-methylpregna-1, 4-diene- 3, 20-dione
Chemical Structural Formula:
Molecular Formula: C22H29FO5 
Molecular Weight: 392.47
[Description]
White or off-white cylindrical granules.
[Strength]
0.06 g
[Indications]
Post-operative endophthalmitis following cataract extraction and artificial lens implantation
[Dosage and Administration]
After completion of the ophthalmologic operation and removal of the viscoelastic substance, take a granule out of the package using a pair of precision smooth forceps and place it in the anterior or posterior chamber of eye. For implantation in the anterior chamber, the granule should be placed at the 12 o’clock position in iris base; for implantation in the posterior chamber, the granule should be placed at 6 o’clock position between the iris and the anterior surface of the artificial lens. Then the incision should be closed by the routine method.
This product should be kept sterile before and in use. The tinfoil package must not be opened unless this drug is immediately to be used.
[Adverse Reactions]
No systemic adverse reactions or local irritation effects directly related to implantation of this drug were found in clinical trails. Generally, it won’t lead to intra-ocular pressure increase. However, due to individual difference, this reaction may occasionally occur; luckily, it is reversible and will subside after administration of the drug.
[Contraindications]
This drug is contraindicated in:
1.	Patients with herpes simplex keratitis, varicella or other viral diseases of the cornea and conjunctiva;
2.	Patients with mycobacterial infections;
3.	Patients with fungal diseases of the ophthalmic tissue;
4.	Patients with glaucoma or with familial history of glaucoma;
5.	Patients with history of allergy to corticoid drugs.
[Precautions]
1.	This drug can only be administered by competent ophthalmologic surgeons.
2.	The internal and external packages of this drug can only be opened in sterile operation rooms immediately before clinical use.
3.	No other particular note needed for implanting this drug was found in clinical research.
[Use in Pregnant/Lactating Women]
(1) Pregnant women: Trials in mice and rats indicate large-dose dexamethasone has teratogenic action.
Insufficient trails on use in pregnant women are available. It may be used with caution only when it is confirmed that the potential benefits to pregnant women outweighs its harm of embryos and fetuses. Intensive monitoring of adrenal insufficiency signs of infants whose mothers have used large amounts of hormones during pregnancy.
(2) Lactating women: Hormones for body surface use will be systemically absorbed. This product may lead to adverse reactions in lactating women, so it is suggested that the clinical benefits be weighed against the risks and then breast feeding be terminated or the medication be given up. 
[Use in Children]
No safety and efficacy trial in children patients is available.
[Use in the Elderly]
No data available.
[Drug Interactions]
No data available.
[Overdose]
No data available.
 [Pharmacology]
Dexamethasone is an artificially synthesized adrenal cortex hormone. At present, it is generally considered that dexamethasone has potent efficacy against inflammations due to various (physical, chemical, biological, immunological) reasons. In early-stage inflammation, it may reduce exudation, edema, capillary dilatation, leukocytic infiltration and opsonocytophagic reaction and thereby alleviate redness, swelling, and pain symptoms; in later-stage inflammation, it may inhibit proliferation of capillaries and fibroblasts, delay generation of granulation tissue, prevent adhesion and scarring and reduce sequelae.
[Pharmacokinetics]
No data available.
[Storage]
Preserve in tightly closed containers, protected from light.
[Package]
Each tinfoil bag contains a rotary drug holder in which one dexamethasone implant is placed. Each pack contains 10 tinfoil bags (i.e. 10 implants in total) (note: each tinfoil pouch contains a pouch of desiccant.
[Shelf Life]
24 months
[Specification]
WS1-(X-065)-2005Z
[Approval Number]
Guo Yao Zhun Zi H19990351





Jian Kang ®
Latanoprost Eye Drops Package Leaflet
Please read this package leaflet carefully and use the product under the physician’s guidance.

Approval Date: August 18, 2009

[Drug Name]
Generic Name: Latanoprost Eye Drops
English Name: Latanoprost Eye Drops
Chinese Phonetics: Latanqianliesu Diyanye

[Ingredients]
The principal ingredient of this product is latanoprost, the chemical name of which is isopropyl-(Z)-7-[(lR, 2R, 3R, 5S) 3, 5-dihydroxy-2-[(3R)-3-hydroxy-5-phenylpentyl] cyclopentyl]- 5-heptenoate. 
The chemical structure is:
[image: ]
Molecular Formula: C26H40O5
Molecular Weight: 432.58

[Description] A colorless, clear liquid.

[Indications]
This product is for decreasing increased intraocular pressure of patients with open-angle glaucoma and ocular hypertension.

[Strength] 2.5 ml, 125 μg

[Dosage and Administration]
Recommended dose for adults (including the elderly):
Once daily, one drop per time: drip in the affected eye. The best effect may be produced if it is used in the evening.
This product is not expected to be used more than once daily since more frequent administration may reduce the intraocular pressure decreasing effect.
If one dose is missed, treatment should continue with the next dose as normal.
If more than one ophthalmic drug is being used, the drugs should be administered at least five minutes apart.
As with other eye drops, after each dose is given, press the dacryocyst at the canthus (to occlude the dacryon) for 1 minute so as to reduce systemic absorption.
Children: See [Pediatric Use]

[Adverse Reactions]
The majority of adverse reactions having been observed are related to eyes.
Eyes
Very frequent (>1/10): iris pigmentation darkening, ocular irritation (including mild foreign body sensation), eyelash changes (increased length, thickness, pigmentation, and number of lashes)
Frequent (>1/100 and <1/10): mild to moderate conjunctival congestion, transient punctate epithelial erosion (asymptomatic in most cases), blepharitis, ophthalmalgia
Infrequent (>1/1000 and <1/100): palpebral edema
Rare (<1/1000): iritis/uveitis, macular edema, symptomatic corneal edema and erosion, periorbital edema, eyelid skin darkening, topical eyelid skin reaction, trichiasis, ocular irritation occasionally, eyelid vellus hair changes (increased length, thickness, pigmentation and number) (reported in a large number of Japanese population), two rows of lashes at the opening of the palpebral gland body (distichia). 
Heart
Very rare (<1/10000): angina exacerbation of patients with heart disease.
Respiration
Rare (<1/1000): asthma, exacerbation of asthma and dyspnea
Skin
Infrequent (>1/1000 and <1/100): skin rash
General conditions 
Very rare (<1/10000): chest pain
This product may lead to increased brown iris pigmentation, particularly in patients with mixed iris colors (e.g. blue-brown, gray-brown, yellow-brown or green-brown), due to increase of melanin in melanocytes of the iris fundus. The iris color change may be permanent in some patients.
Macular edema is very rare during the period of treatment using this product and mainly occurs in patients without crystalline lens, patients with posterior chamber intraocular lens tearing or implantation of anterior chamber intraocular lens and patients known to have risk factors for cystoid macular edema (e.g. diabetic retinopathy and retinal vein occlusion). The association between use of this product and unexplainable macular edema cannot be excluded.
Iritis/uveitis cases are rare and most of such patients have risk factors for development of these diseases. 
Asthma, exacerbation of asthma and dyspnea are rarely reported. Limited experience of use of this product is available in patients with asthma, but it is found in a small number of patients with moderate asthma treated or not treated with hormones that latanoprost has no influence on the pulmonary function. No experience of using this product in patients with severe asthma or unstable asthma is available, so it should be used with caution in such patients before plenty of experience has been obtained.

[Contraindications]
1.	Patients with known hypersensitivity to any ingredient in this eye drops product.
2.	Patients wearing corneal lens (contact lens).

[Precautions]
This product may increase the number of brown iris pigments and gradually lead to eye color changes. Before the treatment is decided, the patient should be informed of the possibility of eye color changes. Monolateral treatment may lead to permanent heterochromia iridum.
Eye color changes are mainly observed in patients with mixed iris colors (e.g. blue-brown, gray-brown, yellow-brown or green-brown), occurring typically within the first 8 months of treatment and occasionally later. According to evidence obtained by continuous photography, this reaction was observed in 30% of patients having accepted the treatment for 4 years in clinical studies. 
In most patients, the iris color change is slight and cannot be observed clinically. The incidence of iris color changes varies in patients with mixed iris colors, ranging from 7% to 85%, and is the highest in patients with yellow-brown irises.
No color change has been observed in purely blue eyes. Color changes are observed in very few patients with purely gray, green or brown eyes.
Iris color changes are ascribed to the content increase of melanin in melanocytes of the iris fundus rather than to number increase of melanocytes. A typical characteristic is that brown pigmentation in the periphery of the pupil spreads around centrally, but the whole or part iris exhibits darker brown color. The brown color won’t deepen once the drug is withdrawn. So far, no symptom or pathological change has been observed to complicate the change in clinical studies.
The treatment won’t influence birthmarks or spots in the iris. Pigmentation has been observed in other parts of the pectinate ligament or the anterior chamber in clinical studies. According to the 5-year long-term medication experience, iris pigmentation has no adverse clinical results. Patients with iris pigmentation may still use this product. However, the patient should accept examination periodically and, depending on the clinical conditions, the treatment may be withdrawn if necessary. 
Only limited experience is available of using this product in patients with chronic closed-angle glaucoma, open-angle glaucoma with implantation of artificial lens and pigmentary glaucoma. There is no experience with this product in the treatment of inflammatory or neo-vascular glaucoma, inflammatory eye diseases or congenial glaucoma. This product has no or minimal effect on pupils, but no experience is available of treating acute attacks of closed-angle glaucoma with it. Therefore, it is suggested this product be used with caution before sufficient experience has been accumulated.
Limited peri-operative study data are available on this product in cataract surgery, so caution should be taken for use in such patients.
Caution is required for using this product in patients without crystalline lens, patients with posterior chamber intraocular lens tears or implantation of anterior chamber intraocular lens and patients known to have risk factors for cystoid macular edema.
This product may be used in patients with risk factors for iritis/uveitis, but, still, caution should be taken.
There is no experience of using this product in patients with severe asthma or unstable asthma, so it should be used with caution in such patients before plenty of experience has been obtained. 
Periorbital skin color changes have been observed; most reports were from Japanese users. Currently available experience indicates that the periorbital skin color changes are not permanent. In some patients, the reaction subsides after continual treatment with this product.
As with other ophthalmic drugs, dripping the solution into eyes may lead to transient blurred vision.

[Use during Pregnancy and Lactation]
Pregnant women:
Influence of this product on pregnancy safety of human beings hasn’t been established, but it may have potential pharmacological effect on the process of pregnancy, fetuses and newborns and thus is contraindicated in pregnant women.
Lactation:
Latanoprost and its metabolites may enter the milk, so this product cannot be used in lactating women. If it has to be used, breast feeding should be terminated.

[Pediatric Use]
The efficacy and safety of this drug in children haven’t been established. It is not recommended in children.

[Geriatric Use]
Recommended dose for adults (including old people):
Once daily, one drop per time: drip in the affected eye. The best effect may be produced if it is used in the evening.
This product is not expected to be used more than once daily since more frequent administration may reduce the intraocular pressure decreasing effect.
If one dose is missed, treatment should continue with the next dose as normal.
If more than one ophthalmic drug is being used, the drugs should be administered at least five (5) minutes apart.
As with other eye drops, after each dose is given, press the dacryocyst at the canthus (to occlude the dacryon) for 1 minute so as to reduce systemic absorption.

[Drug Interactions]
Not known.

[Overdosage]
Apart from ocular irritation and conjunctival congestion, the other side ocular effects of latanoprost administered at high doses are not known.
If this product is orally taken by mistake, please note the following information: Each bottle of eye drops contains 125 μg of latanoprost; over 90% of latanoprost is metabolized when it passes through the liver for the first time. Healthy volunteers presented with no symptoms after accepting intravenous injection of latanoprost 3 μg/kg, but 5.5-10 µg/kg may lead to nausea, abdominal pain, dizziness, fatigue, hot flushes and sweating. Intravenous injection of as high as 500 µg/kg of latanoprost in monkeys hasn’t produced apparent effects on the cardiovascular system.
Intravenous administration of latanoprost in monkeys may lead to transient bronchoconstriction. However, in patients with moderate bronchial asthma treated with 7 times the clinical dose, no latanoprost-related bronchoconstriction was induced.
If overdosage occurs, the treatment should be symptomatic.

[Pharmacology and Toxicology]
Pharmacological action:
The active ingredient, latanoprost, is a prostaglandin F2α analogue, which is a selective FP receptor agonist that is believed to reduce the intraocular pressure by increasing the outflow of aqueous humor. Reduction of the intraocular pressure starts approximately 3 to 4 hours after administration and the maximum effect is reached after 8 to 12 hours. The intraocular pressure reducing effect can keep for at least 24 hours. Studies in animals and man suggest that the main mechanism of action is increased uveoscleral outflow, though slight increase of aqueous humor outflow convenience (reduction of the drainage resistance) has also been reported in human beings. 
Primary clinical studies prove that this drug is potent when given alone. Clinical studies have also been performed on combination therapy. These studies indicated that latanoprost and a β-adrenalin blocker (timolol) co-administered were effective. Short-term studies (1 or 2 weeks) showed efficacy addition of latanoprost and an adrenalin agonist (dipivalyl epinephrine) or an oral carbonic anhydrase inhibitor (acetazolamide) and at least partial efficacy addition of latanoprost and a choline agonist (carpiline) when these drugs were given concomitantly.
Clinical studies also indicate that latanoprost has no significant effect on production of aqueous humor and no effect on the blood-aqueous barrier.
In use with the clinical dose and in clinical study in monkeys, latanoprost has no or insignificant influence on intraocular blood circulation. However, topical administration may lead to mild to moderate conjunctival or scleral congestion.
Confirmed by fluorescence angiography, long-term use of latanoprost in monkeys having accepted extracapsular lens removal didn’t exert any influence on retinal vessels.
Short-term treatment with latanoprost won’t lead to fluorescein leakage of posterior chamber intraocular lens.
No significant pharmacological effect was found on the cardiovascular or respiratory system following administration of latanoprost at the clinical therapeutic dose.
Toxicological studies:
Studies on ocular and systemic toxicity of latanoprost were performed in several species of animals. In general, latanoprost could be well tolerated with a very broad safety range. The systemic toxic dose was at least 1000 times the clinical ocular dose. Increase of respiratory frequency was found in monkeys given high-dose (about 100 times the clinical dose/kg body weight) latanoprost via intravenous injection without anesthetization, possibly reflecting the manifestation of transient bronchoconstriction. No hypersensitization was found in animal tests of latanoprost. 
In rabbits and monkeys, no ocular toxicity was found even when the dose of latanoprost was as high as 100 μg/eye/day (the clinical dose is 1.5 μg/eye/day). However, latanoprost caused increased iris pigmentation in monkeys. The mechanism of increased pigmentation seems to be stimulation of melanin production in melanocytes of the iris, with no proliferative changes observed. The change in iris color may be permanent.
In long-term ocular toxicity study, ocular administration of latanoprost at a dose of 6 µg/eye/day also showed to induce increased palpebral fissure. This effect was reversible upon discontinuation of the drug and not observed in human beings.
Latanoprost gave negative results in bacterial reverse mutation test, mouse lymphoma gene mutation test and mouse micronucleus test. Chromosomal abnormality was observed in in vitro human lymphocyte test. Similar effect has also been found with prostaglandin F2α, a prostaglandin existing in normal conditions, indicating this effect is common to substances in this family.
Concerning mutagenicity test, in vivo and in vitro unscheduled DNA synthesis studies have been performed with rats. The negative results indicate latanoprost has no mutagenic action. Carcinogenesis tests in mice and rats were also negative.
Latanoprost was found to have no effect on male and female fertility in animal tests. In rat embryotoxicity study, intravenous administration of latanoprost 5, 50 and 250 μg/kg/day didn’t demonstrate any embryonic toxicity. However, in rabbits, latanoprost given at 5 μg/kg/day or higher doses may lead to embryonic death.
A dose of 5 μg/kg/day (about 100 times the clinical dose) can lead to apparent embryonic and fetal toxicity manifested as late-stage absorption, increased absorption rate and decreased fetal weight. 
No potential teratogenic action has been found.

[Pharmacokinetics]
Latanoprost (MW=432.58) is an inactive isopropyl ester prodrug, which is hydrolyzed to the acid form to become biologically active. It can be well absorbed through the cornea and the part introduced into aqueous humor is totally hydrolyzed when passing through the cornea. Studies in man indicate that the peak concentration in the aqueous humor is reached about two hours after topical administration. After topical administration in monkeys, latanoprost is mainly distributed in the anterior chamber, the conjunctiva and the eyelid, and only a little reaches the posterior chamber. 
Latanoprost acid is hardly metabolized in eyes. The metabolism occurs mainly in the liver. The half life in human plasma is 17 minutes. The primary metabolites, i.e. 1, 2-dinor and 1, 2, 3, 4-tetranor metabolites, appear not or only slightly biologically active in animal tests and are mainly excreted with urine.

[Storage]
Store unopened bottle(s) under refrigeration at 2-8°C, protected from light.
Once a bottle is opened, it may be stored at room temperature up to 25°C and should be used up within 4 weeks.

[Packaging]
This drug is packaged in polyethylene plastic bottles overwrapped in a paper box (1 bottle/box).

[Shelf Life] 
24 months

[Specification] YBH07742009

[Approval Number] Guo Yao Zhun Zi H20093866

[Manufacturer]
Name: Beijing Zizhu Pharmaceutical Co., Ltd
Add: No. 27, Chaoyang Road N, Chaoyang Distric, Beijing 100024, P. R. China
Tel: 010-62262389 (post-sales service)
010-62250419 (post-sales service)
010-65483355-2221 (manufacturing)
Fax: 010-62219316
Website: http://www.zizhu-pharm.com.cn
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