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[Drug name]

Generic Name: Levonorgestrel Tablets
Trade Name: YUTING®
English Name: Levonorgestrel Tablets

[Ingredients]
Each tablet contains 0.75mg of levonorgestrel and excipients such as starch, lactose, sucrose, dextrin, magnesium stearate and carboxymethyl starch sodium.
[Description] White tablets

[Category of drug]
It is an OTC oral contraceptive.
[Indication]
It is an emergency contraceptive for women. It is taken after intercourse without protection or with contraceptive failure.
[Strength] 0.75mg

[Usage and dosage]
It is used within 72 hours of unprotected sexual intercourse or sexual intercourse with contraceptive failure. Sooner taken is strongly recommended for good contraception. Take orally 2 tablets at one time or take one tablet first, then followed by the second tablet 12 hours later.
[Adverse reactions]
Mild nausea and vomiting may happen occasionally, it may disappear usually without treatment. But if the symptoms are serious, please consult doctors.
[Contraindications]

YUTING® is contraindicated to women with mammary cancer, cancer of reproductive organs, liver dysfunction, or having hepatopathy and jaundice history recently, venous thrombus, cerebrovascular accident, hypertension, angiocardiopathy, diabetes, hyperlipemia, deprementia and women with the age over forty.

[Precautions]
1.      It is an emergency contraceptives used for the failure of contraception, not used for inducing labor.
2.      An individual should not take it as regular contraceptives and should adopt the reliable contraceptive measures in the period from the administration to the next menstruation occurrence.

3.       Women who vomit within 2 hours after administration should take additional tablet immediately.

4.      Some women may experience early or delayed onset of next menses. If the next menstrual period is more than one week overdue, see the doctor to exclude the possibility of pregnancy

5.      Women who are allergic to this product are contraindicated. Women  who have hypersensitiveness history should take it cautiously.

6.      It must not be used when its characteristics change.

7.      Keep out of reach of children.

8.  Women who take other medicines at the same time, should consult doctor or pharmacist before taking this medicine.

[Drug Interactions]
Drug interaction may happen if YUTING is co-administered with other drugs, especially as phenobarbitone, phenytoin sodium, rifampicin, carbamazepine, macrolides antibiotics, imidazole antifungal drug, cimetidine and antiviral drugs. Please consult the doctor or pharmacist before taking the medicine.
[Pharmacology] 
It is a kind of short term and instant released contraceptive. It significantly restrains ovulation and disturbs the implantation. It increases the thickness of the cervix mucus and sperm penetrating resistance, thus exerts the instant action of contraception.
[Storage]
Sealed and protect from light.
[Packing]
Packaged with aluminum foil and PVC blister. Two tablets per blister strip and one blister strip per box.
[Shelf life]
60 months
[Specification]
Pharmacopoeia of The People’s Republic of China 2005, Volume II
[Product license number]  

Guoyaozhunzi H10983129

[Manufacturer]
Name: [image: image2] Beijing Zizhu Pharmaceutical Co., Ltd.
Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024

If there are any questions, please consult manufacturer directly.
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[Drug name]

Generic Name: Levonorgestrel Tablets

Trade Name: YUTING®
English Name: Levonorgestrel Tablets

[Ingredients]

Each tablet contains 1.5mg of levonorgestrel and excipients such as starch, lactose, sucrose, dextrin, magnesium stearate and carboxymethyl starch sodium.                   
 

[Description]  White tablets

[Category of drug]

It is an OTC oral contraceptive.

[Indication]

It is an emergency contraceptive for women. It is taken after intercourse without protection or with contraceptive failure. 

[Strength] 1.5 mg

[Usage and dosage]

Sooner taken is strongly recommended for contraception. Take orally 1 tablet within the 72 hours after intercourse without protection or with failure of protection.

[Adverse reactions]

Mild nausea and vomiting may happen occasionally, it may disappear usually without treatment. But if the symptoms are serious, please consult doctors.

[Contraindications]
This drug is contraindicated to women with mammary cancer, cancer of reproductive organs, liver dysfunction, or having hepatopathy and jaundice history recently, venous thrombus, cerebrovascular accident, hypertension, angiocardiopathy, diabetes, hyperlipemia, deprementia and women with the age over forty.

[Precautions]

1.    It is an emergency contraceptives used for the failure of contraception, not used for inducing labor.

2.    An individual should not take it as regular contraceptives and should adopt the reliable contraceptive measures in the period from the administration to the next menstruation occurrence.

3.    Women who vomit within 2 hours after administration should take additional tablet immediately.

4.    Some women may experience early or delayed onset of next menses. If the next menstrual period is more than one week overdue, see the doctor to exclude the possibility of pregnancy

5.    Women who are allergic to this product are contraindicated. Women who have hypersensitiveness history should take it cautiously.

6.      It must not be used when its characteristics change.

7.      Keep out of reach of children.

8.  Women who take other medicines at the same time should consult doctor or pharmacist before taking this medicine.

[Drug Interactions]

Drug interaction may happen if this product is co-administered with other drugs, especially as phenobarbitone, phenytoin sodium, rifampicin, carbamazepine, macrolides antibiotics, imidazole antifungal drug, cimetidine and antiviral drugs. Please consult the doctor or pharmacist before taking the medicine.

[Pharmacology] 
It is a kind of short term and instant released contraceptive. It significantly restrains ovulation and disturbs the implantation. It increases the thickness of the cervix mucus and sperm penetrating resistance, thus exerts the instant action of contraception.

[Storage]

Sealed and protect from light.

[Packing]

Packaged with aluminum foil and PVC blister. One tablet per blister strip and one blister strip per box.

[Shelf life]

60 months

[Specification]

Pharmacopoeia of The People’s Republic Of China 2005, Volume II
[Product license number]  

Guoyaozhunzi H11021372

[Manufacturer]

Name: [image: image4] Beijing Zizhu Pharmaceutical Co., Ltd.

Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024

If there are any questions, please consult manufacturer directly.
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	Levonorgestrel(0.15mg) and Ethinylestradiol(0.03mg) Tablets (21+7 tablets)   
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[Drug name] 

Generic Name: Levonorgestrel and ethinylestradiol tablets

English Name: Compound levonorgestrel tablets

[Ingredients]

The active tablet is a compound preparation. Each active tablet contains 0.15 mg of levonorgestrel and 0.03 mg of ethinylestradiol. It also contains excipients such as starch, sucrose, dextrin, magnesium stearate, alcohol, sodium carboxymethyl starch, hydroxy propyl methylcellulose, titanium pigment, talc powder, wax, PEG6000, tween 80, polyacrylic resin Ⅱ, colorant (lemon yellow).

 

The inert tablet contains starch, sucrose, dextrin, magnesium stearate, alcohol, sodium carboxymethyl starch, hydroxy propyl methylcellulose, titanium pigment, talc powder, wax, PEG6000, tween 80, polyacrylic resin, colorant (carminum).

[Description]

The active tablets are yellowish film-coated tablets with white or almost white core.

The inert tablets are light pink film-coated tablets with white or almost white core.

[Category of drug]
It is an OTC oral contraceptive.

[Indication] It is indicated for contraception. 

[Strength]
Each active tablet contains 0.15 mg of levonorgestrel and 0.03 mg of ethinylestradiol.

[Usage and dosage] 
Take one yellowish tablet marked the same date on the aluminium foil on Day 1 of your menstrual cycle. For example, if the onset of menstruation occurs on Wednesday, take one yellowish tablet marked Wednesday on the back of blister. Then take one tablet daily according to the arrow. After finishing the 21 yellowish tablets, take one light pink inert tablet daily for consecutive 7 days (Total 28 tablets). Regardless of bleeding or not, take one yellowish tablet in a new blister strip next day, whose back is marked with the same date. If a woman takes this medicine as directed, the contraception will be effective from the 14th day of administration.

It is recommended to take the drug at the same time everyday, preferably after supper or before sleeping.

[Adverse reactions]

1.      Morning sickness-like effects: nausea, vomiting, drowsiness, dizziness, inappetency.
2.      Breakthrough bleeding may occur especially when you miss pills. Take additional 0.01mg ethinylestradio every night if necessary. Amenorrhea.

3.     Mental depression, headache, lassitude, increase in weight, prosopo-pigmentation.

4.      Damage hepatic function or relatively increase the risk of benign hepatic tumor.

5.     The ischemic heart disease is more likely to occur in smoking woman aged over 35. 

6.    Hypertension may occur in association with the use of oral contraceptives.
[Contraindications] 

It is contra-indicated in patients with mammary cancer, cancer of reproductive organs, irregular vaginal bleeding, hepatic dysfunction, hepatic disease recently or history of icterus or deep venous thrombus, cerebrovascular accident, hypertension, angiocardiopathy, diabetes, hyperlipemia, mental depression or the women over 40 years old.

[Precautions]

1.      A medical examination should be performed every year during its administration. You should tell the doctors that you are taking this medicine during the medical examination.

2.      Stop administration when following symptoms appear suspected pregnancy, thrombus disease, dysopia, hypertension, hepatic dysfunction, mental depression and ischemic heart disease.

3.      Take this medicine according to the instruction strictly. Missing administration may cause breakthrough bleeding and failure of contraception. If missing the administration, one more tablet should be taken within 24 hours besides regular one.

4.      Women in lactation should take the drug 6 months after delivery.

5.      Women could get fertility as soon as stopping administration, but it is safer to pregnant after 6 months. 
6.      Go to hospital if excessive drug is taken or severe adverse reactions happen.

7.      It is contraindicated in the subjects who are allergic to this drug. Those with allergic constitution should take this medicine cautiously.

8.      Stop administration when the characteristics of the drug have changed.

9.      Keep out of reach of children.

10.  It is suggested to consult the doctor or pharmacist before taking this product during taking other medicine. 
[Drug Interactions]

1.      Following drugs may decrease the contraceptive effect: antibiotic especially for oral broad-spectrum antibiotic; inducer of drug metabolizing enzyme such as rifampicin, phenobarbital, phenytoin sodium. Avoid co-administering this medicine with the above products 

2.      It may decrease the effects of antihypertensive, anticoagulant, hypoglycemic agent. 

3.      It may increase the function of tricyclic antidepressants.

4.      Consult the doctor before taking the drug if taking other medicines.

[Pharmacology]
Levonorgestrel can inhibit the nidation of cytula and increase the thickness of cervix mucus and prohibit the penetration of sperm. Ethinylestradiol can inhibit the secretion of gonadotropic hormone (GTH), thus restrain the ovary from ovulation. The combination of these two ingredients has the synergistic effect on contraception and decreases the adverse reactions.

[Storage]

Sealed and protect from light 

[Packing]

Packaged in Aluminum foil and PVC blister strip. 28 tablets (21 active tablets and 7 inert tablets) per blister strip and one strip per box. 

[Shelf life]
60 months

[Specification]

Pharmacopoeia of The People’s Republic of China 2005, Volume II
[Product Licence Number] Guoyaozhunzi H11020047

[Manufacturer]

Name: [image: image6] Beijing Zizhu Pharmaceutical Co., Ltd.

Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024

If there are any questions, please consult manufacturer directly.



	

	
	
◇ 
Levonorgestrel(6mg) and Quinestrol(3mg)Tablets 


	[Drug name]

Generic name: Levonorgestrel and Quinestrol Tablets
English Name: Levonorgestrel and Quinestrol Tablets

[Ingredients]
This product is a compound preparation. Each tablet contains 6 mg of Levonorgestrel and 3 mg of Quinestrol.
[Description]
It is a film-coated tablet with white or almost white core.
[Indication]
The product is effective to inhibition of ovulation and it is a long acting oral contraceptive for women.
[Strength]
Each tablet contains 6 mg of Levonorgestrel and 3 mg of Quinestrol.
[Usage and dosage]
1.     The initial administration should be taken after lunch on the fifth day of the menstrual cycle and take the second pill 20 days later. Or take a pill on the fifth and tenth day of menstrual cycle respectively. Then take a pill every month on the date of your second administration. Usually there will be withdrawal bleeding 6~12 days after the administration. 
2.     The woman who is switching from the short acting oral contraceptive pill will take one long acting pill on the next day after finishing the 22 short acting pills. Afterwards, take one pill on the same date when you take the first long-acting pill in every month.

[Adverse reactions]

1.      Morning sickness-like effects. It is similar to that of the short acting contraceptives, but even worse. It is serious in the beginning a few periods. Usually it happens 8~12 hours after the administration. Therefore take the pill after lunch so that the most serious side effects will occur during the sleeping time when the patient can tolerate the side effects better.
2.     Increasing leucorrhea. This is the most common side effect of long acting oral contraceptives and usually begins after 3~6 periods.

3.     It is possible for few women to suffer menorrhagia or amenorrhea. 

4.     Other side effects include stomachache, edema, breast tenderness, headache, etc.

[Contraindications]
This drug is contraindicated in patients with hysteromyoma, lump in breast, hepatic insufficiency, renal insufficiency, cardiovascular diseases, history of thrombus, hypertension, diabetes, hyperthyroidism, mental illness or melancholia and hyperlipoidemia.
[Precautions]

1.      It is a suitable contraceptive product for the couples who live together for a long time. Only one tablet is taken every month. However, the administration should be taken in accordance with the instructions given by the medical staff.
2.      It is a normal phenomenon that the menstruation will occur 10~15 days after initial administration and the first two menstruations become shorter than regular one. The menses will become normal since the third cycle.

3.      Some individuals will suffer vaginal bleeding because of insufficient estrogen in vivo. But the irregular vaginal bleeding can be cured by taking one Ethinylestradiol tablet (0.005~0.01mg) daily or under supervision of a physician. 

4.      Take medical examination periodically during you take this medicine for contraception. Stop administration as soon as unusual results are found

5.      If you want to have a baby, stop taking this medicine and take other contraceptive measures for six months. Then it is safe for you to bear a baby. 

6.      It is contraindicated in the patients with acute hepatitis, chronic hepatitis, renal insufficiency, tumor, hysteromyoma, lump in breast, diabetes, thrombotic diseases, cardiac disease, women in lactation, serious hypertension. It is not suitable for the patients with history of menoxenia or amenorrhea and patients who haven’t recovered normal menstruation after delivery or abortion .

7.     Smoking woman has a higher risk to have cardiovascular diseases such as apoplexy, myocardial infarction etc than non-smoking women. Therefore, the woman who take oral contraceptives should stop smoking or the smoking woman (especially over 35-40 years old) should not take contraceptives.

8.      Stop administration as soon as the following symptoms occur: suspected pregnancy, thrombo-embolism disease, disorder of vision, serious headache caused by unknown reason or migraine, hypertension, abnormal liver function, deprementia, ischemic heart disease etc. 

9.      Take this medicine strictly following the instruction. If you miss pills you could suffer breakthrough bleeding or get pregnant. 

10.   The recommended administration period is 3~5 years. After that the women should stop administration and be observed for several month. Those who pass the medical examinations can continue to take this drug.

[Usage for pregnant women or women in lactation]
1.      It is contraindicated for the pregnant women.
2.      This medicine can cause the decrease of breast milk. The women in lactation should take this medicine half a year after delivery.

[Usage for children] No data available.

[Usage for aged people] No data available.

[Drug Interactions]
1.      The following drugs will affect the contraceptive effect: antibiotic drugs will restrain the multiplication of enteral bacteria, reduce the disintegration of combined substances of hormone, decrease the enterohepatic circulation; drugs inducing hepatic enzymes such as rifampicin, hypnotic and anticonvulsant, antipyretic analgesic; tricyclic antidepressant drug will compete congenerous metabolism in the liver with this drug.
2.     The effectiveness of the following drugs will be decreased when co-administered with contraceptives: anti-hypertension drugs, anticoagulant drugs, hypoglycemic drug such as insulin and oral hypoglycemic drug.  The effectiveness of Tricyclic antidepressant drugs will be increased when co-administered with contraceptives.

[Overdose]
At present, no overdose cases are reported. If overdose occurs, gastric lavage should be performed immediately.
[Pharmacology and toxicology]
Quinestrol is a kind of long acting estrogen. It is absorbed by gastrointestinal tract and stored in the adipose tissue after taking orally. Then quinestrol is released slowly in the form of ethinyl estradiol. It inhibits ovulation by restraining hypothalamus-hypophysis-ovary to achieve the long acting contraception. When co-administered with progestogen, a synergistic action on the inhibition of ovulation can be gained. Meanwhile it can change the endometrium to the secretion condition to cause withdrawal bleeding which occurs periodically. The contraceptive efficacy is over 98% if one tablet is taken every month.
[Storage]
Sealed and protect from light.
[Packing]
Packaged with aluminum foil and PVC blister.
6 tablets per blister strip and 1 blister strip per box.

[Shelf Life]
60 months 

[Specification]
Pharmacopoeia of The People’s Republic of China 2005, Volume II
 

[Product Licence Number] Guoyaozhunzi H11021378
 

[Manufacturer]
Name: [image: image7] Beijing Zizhu Pharmaceutical Co., Ltd.
Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024

If there are any questions, please consult manufacturer directly.
Mifepristone Tablets
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[Drug Name]

Generic Name: Mifepristone Tablets

Trade Name: Ji Ting
English Name: Mifepristone Tablets

Chinese Phonetics: Mifeisitong Pian

[Ingredients]
Active Ingredient: Mifepristone

Chemical Name: 11β-[4-dimethylamino] phenyl-17β-hydroxy-17-(1-propynyl) estra-4, 9-dien-3- one)

Structural Formula:

Molecular Formula: C29H35NO2
Molecular Weight: 429.61

[Description]

Pale yellow tablets, odorless, tasteless. 

[Indications]
A remedial measure for preventing unexpected pregnancy within 72 hours following unprotected sexual life (no contraceptive measure taken) or contraception failure (condom breakage or slippage, failure of the withdrawal method, calculation error of the safe period, etc.). 

[Strength]

25mg
[Dosage and Administration]

Take within 72 hours following unprotected sexual life or contraception failure. The earlier the drug is taken, the better pregnancy-preventing effect will be obtained. Take orally 25 mg(1 tablet) on an empty stomach or 2 hours after eating. Do not eat for 1-2 hours after taking the drug.

[Adverse Reactions]
Adverse reactions include nausea, fatigue, lower abdominal pain, dizziness, spargosis, headache, vomiting, etc. However, the incidence rate is low; the symptoms are mild and do not need treatment.

[Contraindications]
This drug is contraindicated in women who is:

1.
People who are hypersensitive to this drug;

2.
Patients with heart, liver or kidney diseases and people with adrenal insufficiency.

[Precautions]
1.
Women to take this drug should have had at least one normal flow before the current cycle; the emergency contraceptive method may be employed only after the first unprotected sexual life in the current cycle.

2.
Unprotected sexual life is not allowed after use of this drug and prior to menstruation recovery in the current cycle. Effective contraceptive measures are required for sexual life again. 

3.
This drug is for emergency contraception and does not have the function of abortion.

4.
This drug must not be used as a routine contraceptive taken after each sexual life or each month and may only be used as a remedial measure against contraception failure.

5.
If contraception using this drug as an emergency contraceptive fails, pregnancy termination is suggested. 

[Use in Pregnant/Lactating Women]
Use of this drug in pregnant women is not allowed. No conclusion has been reached on the content of mifepristone in breast milk and the effect on infants, so use in lactating women is not recommended.

[Use in Children] No data available.

[Use in the Elderly] No data available.  
[Drug Interactions]

Mifepristone is mainly metabolized by CYP3A4 enzyme in the liver. Use together with such drugs as ketoconazole, itraconazole, erythrocin, etc. may raise the mifepristone level in serum. Concomitant use of rifampin, adrenal cortical hormones and some anticonvulsants (sodium phenytoin, phenobarbitone, carbamazepine, etc.) may induce activation of drug-metabolizing enzymes in the liver and thereby lower the serum level of mifepristone. Therefore, it is not suitable to use this drug together with the above-mentioned drugs. Co-administration of this drug and grifulvin or non-steroidal anti-inflammatory drugs (NSAIDs) is also not allowed. 

[Overdose]

The anti-glucocorticoid action and adrenal function should be born in mind when overdose is taken. 

[Pharmacology and Toxicology]
Mifepristone is an anti-progestogen drug at the progesterone receptor level and has notable anti-luteinization, anti-nidation, anti-ovulation and menstruation-inducing action. It may also affect transport of fertilized ova. Mifepristone has no apparent anti-estrogen action or estrogenic and androgen-like activity. It may also bind, to some extent, to glucocorticoid receptors and has certain anti-glucocorticoid action. 

Toxicological study:

1.
General pharmacological tests: No significant effect on the cardiovascular system and respiratory system of rats was found. It exhibited no significant effect on spontaneous activity or coordinated movement of mice. Only when given at large doses and concomitantly with sodium pentobarbital can mifepristone lead to certain prolongation of the hour of sleep.

2.
Mutagenicity tests: Ames test, mouse micronucleus test and chromosomal aberration test of artificial culture cells were all negative.

3.
Reproductive toxicology tests: No teratogenic action was found in teratogenicity test or embryotoxicity tests in rats.

4.
Long-term toxicity test: No significant toxic reaction was found following oral administration of 0.2 g/kg daily for one month in rats or of 80 mg/kg daily for one month in monkeys.

5.
Acute toxicity test: For rats, the LD50 is >5.0 g/kg when it is orally given and >2.5 g/kg when it is given via intraperitoneal injection.

[Pharmacokinetics]

When orally given, this drug can be rapidly absorbed and reach its peak plasma concentration (0.8 mg) after about 1.5 hours with, however, notable individual difference. It is eliminated slowly, with an elimination half life of about 20 hours. Generally, in non-pregnant women, the peak plasma concentration can be reached sooner, the plasma concentration is higher and the elimination half life is longer. This drug has marked first pass effect. The levels of metabolites in blood 1-2 hours after oral administration will surpass the level of the parent compound.    

[Storage]

Preserve in tightly closed containers, protected from light.

[Package]

Aluminum plastic blister; 1 tablet per blister.

[Shelf Life]

60 months

[Specification]

Pharmacopoeia of the People’s Republic of China 2005 (volume II)

[License Number]

Guo Yao Zhun Zi H10950003

Medical Abortion

	◇ 
Mifepristone Capsules (5mg) 
[image: image9.jpg]@ Mifepristone Capsules





[Drug name] 
Generic Name: Mifepristone Capsules

Trade Name: Nuolvting
English Name: Mifepristone Capsules

[Ingredients]

Active component: Mifepristone

Chemical Name: 11β-[4-(N, N - Dimethylamino)-phenyl-17β-hydroxy-

17α-(1-propynyl)-estra-4,9-dien-3-one

Chemical Structural Formula:
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Molecular Formula: C29H35NO2  
Molecular Weight: 429.61
[Description]

This product is a capsule containing slight yellow powder.

[Strength] 5mg

[Indication] 
Sequentially incorporation of mifepristone capsules with prostaglandin agents can be used in termination of pregnancy within 49 days after menolipsis.

[Usage and dosage]

a) Recommended usage and dosage: 

For the healthy early pregnant woman after menolipsis for not more than 49 days, orally take mifepristone capsules 25-50 mg each time in emptying stomach or 2 hours after meal, twice daily for 2-3 days. Fast for 2 hours after each dose and the total dosage is 150 mg. Orally administer misoprostol 600 (g (200 (g/tablet x 3 tablets), or put a carboprost methylatein suppository (1 mg) into the posterior fornix of vagina, or orally administer other similar prostaglandin in the early morning of day 3-4. Then rest in bed for 1-2 hours and is observed outpatiently for 6 hours. Watch out for bleeding, discharge of pregnant product and adverse reaction after dosing.

b) For the early pregnant woman who intolerate the total dosage of 150 mg of this product, can decrease the total dosage to 75 mg. Fast for 2 hours before and after each dose. Orally administer mifepristone capsules 30 mg (6 capsules) in the morning of day 1, and take another 15 mg (3 capsules) after 12 hours; orally administer mifepristone capsules 15 mg (3 capsules) in the morning of day 2, and take another 15 mg (3 capsules) after 12 hours. Thus, the total dosage is 75 mg. Orally administer misoprostol 600 (g (200 (g/tablet x 3 tablets) in the early morning of day 3. Then rest in bed for 2 hours and is observed outpatiently for 6 hours. Watch out for bleeding, discharge of pregnant product and adverse reaction after dosing.

A multicenter, randomized, double-blind clinical trial to study the termination of early pregnancy was organized by Family Planning Institute of Tongji Medical College, Huazhong Science and Technology University. 240 early pregnant women administered with the total dosage of 75 mg of mifepristone capsules in separate dose were compared with 240 women administered with the total dosage of 150 mg of mifepristone tablets in combination with misoprostol in separate dose.

The complete abortion rates for mifepristone capsules group and mifepristone tablets group were 96.25% and 95.42%, respectively. The incomplete abortion rates for both groups were 3.33% and 3.75%, respectively. The ongoing pregnancy rates for both groups were 0.42% and 0.83%, respectively. Its permitted error was 0.03 by statistical analysis of the result of non-inferiority test. The complete abortion rate for capsules group was not inferior to that for tablets group by comparison of both groups. Its permitted error was 0.03 by statistical analysis of the result of equivalence test. The failure rate of abortion for capsules group was equivalent to that for tablets group by comparison. The abortion procedures of both groups were basically identical. The discharge rates of embryo sac within 6 hours were 85.42% for capsules group and 80% for tablets group, and those within 2 hours were 39.58% and 27.50%, respectively. Its permitted error was 0.015 by statistical analysis of the result of non-inferiority test. The cumulative discharge rate for capsules group was not inferior to tablets group by comparison of both groups. For the vaginal bleeding, the difference of initial bleeding time between capsules group and tablets group was not more than 4 hours by statistical analysis of the result of equivalence test, which showed both groups were equivalent. For the span of bleeding time, the total days of bleeding and the days to menstrual reoccurrence, the permitted error was 3 days, and capsules group was equivalent to tablets group. The incidence of bleeding volume exceeding menstrual flow volume for both groups were 16.32% and 7.92%, respectively with the permitted error was 0.03, which showed that capsules group was not equivalent to tablets group. There were no hemorrhea occurred in both groups. The total days of vagina bleeding for capsules group was 15.26(9.09 days, which was slightly longer than 13.99(6.45 days of tablets group. The incidences of other adverse reactions were similar for both groups, which showed no significant statistical difference.

Four measures for termination of early pregnancy and decrease bleeding time

1. Strict control of indications of drug abortion. The pregnant week can not only be calculated according to the days after menolipsis because of the advance and postpone of the ovulation time of the women. The gestational time can also advance or postpone. The pregnant week can deviate if it is only calculated according to the days after menolipsis. Therefore, the pregnant week should be calculated using the combination of the days after menolipsis, the results of gynecologial examination and type-B ultrasonic examination, so as to control the pregnant sac within 49 days.

2. After discharge the pregnant sac, the patients may administer timely with uterine contraction agents, and the agents of stimulating circulation and ending stasis such as oral decoction for postpartum troubles to facilitate the discharge of villus in uterine cavity and decidual tissue.
 
3. It must be emphasized that the consult before dosing, the regular follow-up after dosing and the must be go to hospital timely for diagnosis.

4. The patients should abstain for sexual behavior in the month of drug abortion to prevent infection and re-pregnancy.

[Adverse reactions]

The therapy of early pregnancy termination is designed to induce putrescence of deciduas, necessary vagina bleeding and contraction and spasm of the uterus to result in abortion. Almost all of the women receiving the mifepristone and misoprostol reported the adverse reactions with the incidence of about 90%.

1. Metrorrhagia and hypogastralgia (including hysterospasm) are the foreseeable results for the treatment with this product. The bleeding volume of a part of women exceeds the maximal menstrual flow volume.

2. A part of women reported mild nausea, vomit, dizziness, headache, fatigue, diarrhea, anus expanding feeling after dosing.

3.  Rash may occur in few women. 

4. After using prostaglandin, the patients may appear bellyache, a part of patients may present vomit and diarrhea, and a few patients may present flush and numbness. 

5. Other adverse reactions include backache, fever, colpitis, chill, dyspepsia, insomnia, skelalgia, anxiety, leucorrhea and pelvic pain.

6. The laboratory test may exhibit decrease of haematochrome, hematocrit and red blood cells, rarely exhibit increase of ALT, AST, ALP and (-GT. 

[Contraindications]
1. Patients who are allergic to any ingredient in this product.

2. Patients with cardiac, hepatic and renal diseases and insufficient adrenocortical function.

3. Patients with contraindication to prostaglandins such as glaucoma, asthma, and allergy to prostaglandins.

4. Pregnant patients with an intrauterine device, and patients who are suspicious of ectopic pregnancy.

5. Patients using concomitant therapy of long-term corticosteroid.

6. Patients with a history of abnormal bleeding and using concomitant therapy of anticoagulation.

7. Patients with hereditary porphyria

8. This product is prohibited if the medical devices for emergent treatment of incomplete abortion, transfusion, and emergent resuscitation cannot be provided.

9. This product must not be used in the patients who cannot understand therapeutic procedures or cannot comply with therapeutic regimen.

[Precautions]

1. This product must be used under the supervision of an experienced clinician.

2. For the patients who are confirmed to be early pregnant, the days after menolipsis should be not more than 49 days.  

3. Mifepristone capsules must be used under the conditions with first aid, uterine apoxesis and infusion, and transfusion. This product must not be sold over the counter.

4. The patients must be informed the results of treatment and the possible adverse reactions before dosing. If hemorrhea or other abnormal conditions occur during the treatment or follow-up, the patient should go to hospital timely.

5. A few vaginal bleeding may generally occur in the early time after dosing with the average time of 9-16 days. The bleeding time after abortion of a part of the women is longer, of which 8% of the women can reach to 30 days or longer. The bleeding time of 69 days was reported. In some patients, the excessive bleeding may need to be treated with vasoconstrictor, uterine apoxesis, and infusion of physiological saline solution or transfusion.  

6. A few early pregnant women may spontaneously abort after administering mifepristone. About 80% of pregnant women discharge the villus sac within 6 hours after using prostaglandins, and about 10% of the pregnant women discharge the pregnant products within 1 week after dosing. 

7. The patients should return to the treatment unit for rediagnosis to determine the effect of abortion. The B-type ultrasonic examination or blood HCG measurement should be performed if necessary. If the patient is diagnosed as incomplete abortion or continuous pregnancy, the treatment should be performed timely.

8. The patients who fail to terminate the early pregnancy after using this product must receive curettage to terminate pregnancy. 

9. There are no safety and efficacy data of this product in women with chronic diseases such as cardiovascular, hypertensive, hepatic, respiratory or renal diseases, type-I diabetes mellitus and serious anaemia, or severe smokers. The women over 35 years old or smoke more than 10 cigarettes daily should use this drug cautiously.

10. If any adverse event and/or adverse reaction occur during dosing of this product, please consult the doctors. 

11. If concomitantly use other drugs, please inform the doctors.

12. Keep this product out of reach of children.

[Usage for women in pregnancy or in lactation]
Except for the women for terminating early-pregnancy, it is inhibited for other use.
[Usage for children] There are no safety and effectiveness study data of this product in children.
[Usage for aged people] No data available.

[Drug interactions]
The patients should avoid administer aspirin and other nonsteroidal antiinflammatory drug within 1 week of dosing of this product.

As mifepristone is metabolized by CYP3A, its metabolism may be inhibited by ketoconazole, Itraconazole, erythromycin and shaddock juice (increase the level of mifepristone in serum), although there is no special study on the interaction of mifepristone and some particular drugs and foods. In addition, rifampicin, dexamethasone, St. John’s beerwort and some anticonvulsants such as phenytoin, Phenobarbital, carbamazepine may induce the metabolism of mifepristone (decrease the level of mifepristone in serum).

Based on the in vitro inhibition data, co-administration of drugs which are the substrates of CYP 3A4 and mifepristone may result in the level of these drugs in serum increased. These interactions may be observed at a longer time after dosing because of the slow elimination speed of mifepristone in vivo. Therefore, mifepristone should be co-administered cautiously with the substrates of CYP 3A4 or the drugs with narrow therapeutic window including some drug used for general anesthesia.

[Overdose]

In the tolerance study, no serious adverse reaction reported after healthy unpregnant women and healthy men were single administered 1800 mg of mifepristone. The symptom of adrenal gland failure should be watch out if the patients take this product significantly exceeds the dosage.

The acute lethal dose of mifepristone for mice, rats and dogs by oral administration is more than 1000 mg/kg (approximate 100 times of the recommended dosage for terminating of pregnancy).

[Pharmacological and toxicology]
Mifepristone is an anti-progestogenic agent acting at the receptor level. This agent has the activities such as early pregnancy termination, anti-implantation, menses induction, and promotion of cervical maturation. It competes with progesterone for receptor to antagonize progesterone. Mifepristone has certain ability to binding the receptor of glucocorticoid and can significantly increase the sensitivity of pregnant uterus to prostaglandin. Sequential incorporation of small dose of mifepristone with prostaglandins can satisfyingly terminate early pregnancy.

Currently there is no long-term study to evaluate the potential carcinogenic effect of mifepristone. The studies in vitro and in animals showed that mifepristone had no potential genotoxicity. The tests performed included Ames test with or without metabolic activation; gene transformation test performed in saccharomyces cerevisiae D4 cells; positive direction mutagenic test performed in schizosaccharomyces pompe P1 cells; un-predetermined DNA synthetic test induced in cultivated Hela cells; chromosomal aberration test induced in CHO cells; in vitro gene test performed in lung cells of V79 Chinese hamsters and micronucleus test in mice.

The pharmacological activities of mifepristone interrupted the oestrous cycle of the animals. The study designed during administration period cannot evaluate the effect on regeneration. Three studies have been conducted in rats to determine whether the residual effect on regenerative function existed after the dose was terminated.

The minimal oral dosage continuously administered for 3 weeks that resulted in serious interruption of rats oestrous cycle is 0.3 mg/kg/day. The animals were allowed to mate after the oestrous cycle was reconstituted, and no effect on fertility was observed. In the exposure study for newborn rats, there was no adverse influence of mifepristone on the regenerative function of male or female rats, after this product was administered subcutaneously at 100 mg/kg to rats at the birthday. The slight early occurrence of adolescence rats was observed after exposed in mifepristone. In another study in rats, the abnormality of oviduct and ovary in female rats, the defer of adolescence, the deficiency of sexual behavior, the decrease of testis size, and the reduction of ejaculation frequency in male rats were observed after the newborn rats were administered with 1 mg of mifepristone every other day.

In 415000 cases reported to use mifepristone and misoprostol for termination of early pregnancy, 82 failure cases were due to rejecting surgery to continue pregnancy. In addition to 46 cases with unknown conditions, terases were detected in 1 of the other 36 cases. 

[Pharmacokinetics]
This product is promptly absorbed through oral administration with a peak plasma concentration of approximately 1.26 ( 0.38 mg/l at about 0.94 ( 0.34 hours according to the study data of bioequivalence, but the significant individual difference is also observed. This product is eliminated slowly in vitro with the half-life of 20-34 hours. This product exhibits significant first pass effect according to report. The level of metabolites in the blood exceeds that of the parent compound at 1-2 hours after oral administration. Its major metabolites are mono-normifepristone, bis-normifepristone, and propynol-mifepristone. Among these compounds, mono-normifepristone plays an important role in the anti-progesterone activity of mifepristones. Mifepristone and its metabolites mainly are excreted through fecal pathway and their excretive amount in urine is less than 10%. 

The results of comparative human bioavailability test shows that the relative bioavailability of single dose of 75 mg of this product and 75 mg of mifepristone tablets manufactured by Beijing Zizhu Pharmaceutical Co. Ltd. is 109.40% ( 34.80%. Both preparations are bioequivalent.

[Storage] Store in a dry place, sealed and protect from light.

[Packing]

Packaged with aluminum foil and PVC blister 

15 capsules per blister strip and 1 blister strip per box. 

[Shelf Life]
Temporarily set as 24 months

[Specification]

YBH04952005

[Product Licence Number] Guoyaozhunzi H20050395
[Manufacturer]

Name: [image: image11] Beijing Zizhu Pharmaceutical Co., Ltd.

Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024
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[Drug name]

Generic name: Mifepristone Tablets 
Trade name:Si Mi An
English Name: Mifepristone Tablets
[Ingredients] 

Active component is mifepristone,Chemical name
11β-[4-(N, N - Dimethylamino)-phenyl-17β-hydroxy-17α-(1-propynyl)-estra-4,9-dien-3-one

Chemical Structure:

 

[image: image13.png]



Molecular Formula: C29H35NO2 

Molecular Weight: 429.61 

[Description] Pale yellow tablets, odorless and tasteless.

[Indication]
It is an emergency contraceptive for women after sexual intercourse without protective measures, or with contraceptive failure (such as condom breakage or slippage, unsuccessful out-vagina ejaculation, wrong calculation on safe period, etc.) within 72 hours. It is a clinical remedial measure to prevent pregnancy. 

[Strength] 10mg

[Usage and dosage]
To be taken orally, within 72 hours after sexual intercourse without protection or with contraceptive failure. Take one Mifepristone tablet on an empty stomach or 2 hours after meal. Fasting for two hours after administration.  

[Adverse reactions]
Sickness, tiredness, hypogastralgia, dizziness, breast tenderness, headache, vomiting etc, but the symptoms are slight, no need to treat them. 
[Contraindications] It is contraindicated for the following subjects:
1. Be allergic to Mifepristone
2. With cardiovascular, liver, kidney diseases or adrenal insufficiency.

[Precautions]
1. Those who have at least one normal menses before this period could take this medicine in this menstrual period.
2. Avoid sexual intercourse, or take effective contraceptive measures during the period from administration to the next menses, so as to prevent pregnancy after administration.
3. The next menses may be overdue after administering this product. If menses dose not occur one week after expectation, then medical examination should be taken in hospital in time.
4. Because the emergency contraceptive is a remedial measure, it cannot be used as a regular contraceptive for every sexual intercourse or used in every month, and it cannot be used frequently. Subjects should choose regular measures for contraception.
5. Emergency contraceptives can reduce 70-80% incidence of expected pregnancy, but there is failure rate to some extent. We suggest those who fail to prevent pregnancy after taking this medicine accept medical abortion to terminate pregnancy. 
6. The dosage of mifepristone used as emergency contraceptives is not enough for medical abortion. Therefore only those who have taken high sensitive examination to exclude pregnancy can administer it.

[Usage for pregnant women or in Lactation]

It is contraindicated for the pregnant women. At present, there is no data to show the content limit of mifepristone is excreted in breast milk and its influence on the infant. Therefore the women in lactation are not recommended to use this medicine.

[Usage for children] No data available.

[Usage for aged people] No data available.

[Drug interactions] 

As mifepristone in vivo is mainly metabolized by CYP3A4 enzyme, co-administration with drugs such as ketoconazole, itraconazole and erythromycin may increase the level of mifepristone in serum. Co-administration with drugs such as rifampicin, adrenal cortical hormone and some anticonvulsants (phenytoin, phenobarbitone, carbamazepine, etc.) may induce the activity of hepatic drug metabolizing enzyme, and decrease the level of mifepristone in serum. Thus, mifepristone can’t be used with above drugs. In addition, co-administration with griseofulvin and non-steroid anti-inflammatory is contraindicated. 

[Overdose] 

Beware of the anti-glucocorticoid and adrenal functions in case taking overdose of this drug.

[Pharmacology] 
Mifepristone is an antagonist of progestogen on the receptor level, without the activity of progestogen, estrogen, androgen and anti-estrogen. It can combine with the progestogen receptor, and its affinity to the progestone receptor in endometrium is 5 times stronger than that of progesterone. 

It can affect the normal physiological change of endometrium during the embedding period and disturb the implantation process of the fertilized egg, which decreases the embedding rate and prevents the pregnancy.

[Pharmacokinetics]
It can be absorbed quickly after administration orally. The blood level reaches peak after 1.5 hours, and the blood peak is 0.8mg/l, but it has obvious individual difference. The clearance in vivo is slow, of which the half -time is about 20 hours. The blood level reaches more quickly in nonpregnant women, the blood concentration is higher and the clearance half -time is longer. This product has obvious first pass effect, and the metabolism level in blood 1-2 hours after taking orally is higher than the parent compound.

[Packing]
Packaged with aluminum foil and PVC blister.

15 tablets per blister strip and 6 blister strips per box or 1 tablet per blister strip and 1 blister strip per box.
[Storage]
Sealed and protect from light.

[Shelf Life]
36 months 
[Specification]

Pharmacopoeia of The People’s Republic of China 2005, Volume II
[Product Licence Number] Guoyaozhunzi H20010633

[Manufacturer]

Name: [image: image14] Beijing Zizhu Pharmaceutical Co., Ltd.
Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024
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[Drug name] 

Generic Name: Mifepristone Tablets
English Name: Mifepristone Tablets

 
[Ingredients]
Active ingredient: Mifepristone

Chemical Name: 11β-[4-(N, N - Dimethylamino)-1-phenyl-17β-hydroxy-

17α-(1-propynyl)-estra-4,9-dien-3-one

Chemical Structural Formula:
 
 [image: image16.png]



Molecular Formula: C29H35NO2
Molecular Weight: 429.61

[Description] Yellowish tablets; odorless; tasteless.

[Indication] 

Sequentially combined with misoprostol tablets, it is indicated for the medical termination of intrauterine pregnancy within 49 days’ menolipsis. 

[Strength] 25mg 

 

[Usage and dosage] 

The healthy early pregnant woman within 49 days’ menolipsis takes 1-2 Mifepristone tablets (25mg-50mg) orally on an empty stomach or 2 hours after taking food, twice daily for consecutive 2~3 days. The total dosage is 150mg. Fasting for hours after every administration. The patient takes take 600μg Misoprostol (3 tablets) or carboprost methylate suppository (1mg) in the posterior fornix of vagina on the morning of Day 3 or Day 4. The patient rests in bed for 2 hours and is observed in hospital for 6 hours. Pay attention to the bleeding, discharge of the product of conception and side effects after administration.

[Adverse reactions]

1.     Some early pregnant women may experience slight nausea, vomiting, dizziness, fatigue and hypogastralgia and uterine bleeding, feeling of tenesmus and expansion at anus following administration.

2.     Rash in few subjects.

3.     Following administration of prostaglandin, the patients may experience abdominal pain; part of them may have vomiting, dizziness, diarrhea; few of them may have flush or numbness. 

[Contraindications]

1.      Be allergic to Mifepristone.

2.      With heart, liver, kidney disease and adrenocortical insufficiency.

3.      Be allergic to prostaglandin drugs and those who are contraindicated to prostaglandin such as patients with glaucoma, asthma, etc.

4.      Pregnant woman with IUD or suspected ectopic pregnancy or female smokers over 35 years old.

[Precautions]

1.      Early pregnancy should not be more than 49 days after menolipsis. The earlier the pregnancy is, the better the effect will be.

2.      Mifepristone must be administered in hospital that emergent diagnosis, uterine curettage and transfusion are available. Mifepristone is forbidden to sell over the counter.

3.      Subjects ought to be informed about the drug effects and possible adverse effects before administration, and should be hospitalized timely in case of excessive bleeding or other abnormal phenomena during the treatment.

4.      It will be a limited vaginal bleeding soon after administration generally and only some patients will have a long period of bleeding after abortion. A few women can abort after administration of Mifepristone. About 80% of patients will discharge villi placenta within 6 hrs after combining with prostaglandin drugs; about 10% of patients will discharge pregnancy products within one week after administration.

5.     Patients should be re-diagnosed in former hospital 8-15 days after administration. Ultrasonic or serum HCG examination should be taken if necessary. Proper measures should be adopted in time if incomplete abortion or continual pregnancy is confirmed.

6.      If failed in termination of early pregnancy by the administration of Mifepristone, it must be terminated the pregnancy by induced abortion. 

[Usage for women in pregnancy or in lactation]

Except for the women for terminating early-pregnancy, it is inhibited for other use.
[Usage for children] No data available.

[Usage for aged people] No data available.

[Drug interactions]
The patient can’t administer aspirin and other non-steroidal anti-inflammatory within one week after taking this medicine
[Overdose] No data available.

[Pharmacology]

Mifepristone is an antagonist of progestogen on the receptor level. It can terminate pregnancy, anti-implantation, induce menstruation and stimulate the cervical to mature. It has antagonistic action against progesterone by competing with progesterone for the receptor. It can also combine the glucocorticoid receptor. Mifepristone can promote the sensitivity of gravid womb to prostaglandin. Small dose of Mifepristone, sequentially combining with prostaglandin drugs have a satisfied effect to end pregnancy.

[Pharmacokinetics]

It can be absorbed quickly after administration orally. The blood drug level of the product reaches peak after 0.81 hour, and the blood drug peak is 2.34mg/L. It may diversify in different body. The clearance in body is slow, of which the half -time is 20-34 hours. The blood drug level can maintain 0.2mg/L at 72 hours after administered the medicine. This product has obvious first-pass effect, and the metabolism level in blood 1-2 hours after administration is higher than the maternal compound.

[Storage] Keep in a dry place, protect from light.

[Packing]

Packaged in Aluminum foil and PVC blister strip. 6 tablets per blister strip and one strip per box. 

[Shelf life]
60 months

[Specification]

Pharmacopoeia of The People’s Republic of China 2005, Volume II
 

[Product Licence Number] Guoyaozhunzi H10950003

 

[Manufacturer]

Name: [image: image17] Beijing Zizhu Pharmaceutical Co., Ltd.

Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024
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[Drug name] 

Generic Name: Misoprostol Tablets

English Name: Misoprostol Tablets

[Ingredients]

Active component of this product is Misoprostol

Chemical Name: (±) methyl 11α, 16-dihydroxy-16-methyl-9-oxoprost-13E-en-1-oate

 

[Description] This product is a white or almost white tablet.

[Indication]

Using sequentially and combining with Mifepristone can terminate early-pregnancy which is within 49 days after menolipsis.

[Strength] 0.2mg
[Usage and dosage]

36-72 hours after administering the first Mifeprisone tablet, take 0.6mg (3 tablets) Misoprostol tablet on an empty stomach.

 

[Adverse reactions]

Part of early-pregnant women will appear light nausea, vomiting, dizziness, inertia and inferior belly pain. Very occasionally flushing, fever and itching have been reported and very few administered women were found allergic shock.

[Contraindications]

1.    The women who have heart, liver and kidney disease or dysfunction of adrenal cortex.

2.    The women who have abstinence diseases for prostaglandin, such as glaucoma, asthma and hypersensitive body constitution.

3.    The pregnant women who use intrauterine device or doubted ectopic pregnancy.

[Precautions]

1.  When using for terminating early pregnancy, Misoprostol must used with Mifepristone together and can’t be used alone.

2.  When combining with Mifepristone, it should be used under the doctor’s instruction. It can only be used in the units that have the condition of emergency uterine curettage, transfusion and blood transfusion under the doctor’s supervision. This medicine can’t be sold over the counter.

3. Before administration, the patient should be informed the curative effect and adverse reactions perhaps caused in detail. The patient should stay and be observed in hospital for 4-6 hours after administration. During treat and follow-up period, the patient should receive medical treatment in time when finding mass bleeding or other abnormal condition.

4. After administration, generally, patients will appear a small quantity vaginal hemorrhage, part women will have a long time of vaginal hemorrhage. A few early pregnant women have nature abortion after taking mifepristone and they should also administer misoprostol tablet according to the regulation. After administration, about 80% women discharge villous placenta within 6 hours and about 10% women discharge villous placenta within one week.

5. Patients should be re-diagnosed in former hospital 8-15 days after administration. Ultrasonic or serum HCG examination should be taken if necessary. Proper measures should be adopted in time if incomplete abortion or ongoing pregnancy is confirmed.

6. If failed in termination of early pregnancy by the administration of misoprotol, it must be terminated by induced abortion.

[Usage for women in pregnancy or in lactation]

Except for the women for terminating early-pregnancy, it is inhibited for other pregnant women. The women in lactation should use this medicine carefully.

[Usage for children] No data available.

[Usage for aged people] No data available.

[Drug interactions]

The patient can’t administer aspirin and other non-steroidal anti-inflammatory within one week after taking this medicine.

[Overdose] No data available.

[Pharmacology]

Misoprostol tablet is a kind of medicine for terminating early-pregnancy. It can malacia cervix, strengthen uterus tension and intra-pressure. Using sequentially and combining with Mifepristone, it can increase or evoke the frequency and range of uterus auto-contraction. It has pharmacological activity of E-Type prostaglandin. It has light stimulations on gastrointestinal smooth muscle and large dosage will inhibit secretion of gastric acid.

[Pharmacokinetics]

It can be absorbed quickly after administration orally. It is absorbed completely after 1.5 hours. The active plasm metabolite misoprostol acid level reaches peak after 15 minutes, and the average blood peak is 0.309ug/l when administrate 200ug orally. The clearance half time is 36-40minutes. The metabolite is ejected mainly by urine.

[Storage] Store in a dry place, sealed and protect from light.

[Packing]

Packaged with aluminum foil and aluminum foil blister 

3 tablets per blister strip and 1 blister strip per box. 

[Shelf Life]
24 months
[Specification]

WS1-(X-037)-2005Z

[Product Licence Number] Guoyaozhunzi H20000668

[Manufacturer]

Name: [image: image19] Beijing Zizhu Pharmaceutical Co., Ltd.

Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024




Hormone replacement therapy
	◇ 
	Tibolone Tablets 
[image: image20.jpg]



[Drug name] 

Generic Name: Tibolone Tablets
Trade Name: Zizhu Aiwei

English Name: Tibolone Tablets

Chemical name: 7α-methyl-17β-hydroxy-19-demethyl-17α-estra-5(10)-ene-20-ynyl-3-one

[image: image21.png]



 

Molecular Formula: C21H28O2

Molecular Weight: 312.45
[Description] white tablets
[Indication]
It is used for the menopause syndrome caused by natural menopause and operational menopause, such as hectic fever and sweating.

[Strength] 2.5mg
[Usage and dosage]
The tablet should be swallow entirely, can’t be chewed. It preferred to be taken at the same time regularly daily, one tablet everyday. Normally, the symptom will lighten within several weeks. The best effect will be attained at least 3 months after administration. It is allowed to take the medicine for a long time under the doctor’s guidance according to this dose.

[Adverse reactions]
Vaginal bleeding and a few amount of bleeding may occur in a few people, which mainly appear in the first time after administration. Other adverse reactions include headache, migraine, dropsy, dizziness, itching, increasing weight, nausea, abdominal pain, rash, depression, overmuch sebum secretion, rapid growth of face hairs, and the index change of liver function.

[Contraindications] 

Subjects as following cannot take this drug:

1.      Women in lactation or in pregnancy
2.      Subjects who have been diagnosed or suspected of tumor.

3.      Subjects who have thrombosis phlebitis, cardiac disease or cerebral disease induced by thrombus, or above disease histories.

4.      Unknown reasons vaginal bleeding.

5.      Severe liver disease

[Precautions]
1.  It is forbidden to use as a contraceptive.
2.  Because this drug can restrain the ovulation, if the women take this medicine before menopause and have normal period, the normal period may be disturbed
3. If irregular vaginal bleeding occurs during administration or 1 month after administration, please consult the doctor.
4.  If using this medicine to replace other hormone replacement therapeutic drug, it is preferred to take progesterone to cause withdrawal bleeding first to avoid bleeding caused by thickened endometrium.
5.  Take a regular medical examination if administer steroid hormone for long time.
6.  Vaginal bleeding may occur in a few people and overdose of recommendation will lead to an increased rate of vaginal bleeding. So should also take progestogen regularly in case of overdose.
7. Stop the medicine immediately if the symptom of vein embolism, abnormity of liver function, biliary tract obstructive icterus appears.
8. The patient’s sensitivity to anticoagulant increase during taking the drug, because fiber unfreezing activity strengthens which cause an effect of the drug to enhance decoagulant.
9. The patients who have the following diseases should have a strict medical examination during the administration:

1)      Kidney dysfunction, epilepsy, migraine, cranial nerve pain, or has the history of the above diseases.

2)      Hyperlipemia

3)      Glycometabolism abnormality
10. Take regular examinations regarding to breast, endometrial hyperplasia and androgenization characteristics which may occur.

[Usage for women in pregnancy or in lactation]

It is inhibited for women in pregnancy or in lactation.

[Usage for children] No data available.

[Usage for aged people] No data available.

[Drug interactions]
Enzyme inducers such as Phenobarbital, carbamazepine, acetomorphine, rifampicin can accelerate its metabolism so that its activity is reduced. It can enhance the function of anticoagualte.

[Overdose] 
It is .reported that the acute toxicity is very low. Administration of several tablets will not cause intoxication. However, taking overdose of this product may cause nausea, vomiting and vaginal bleeding. There is no drug specially used for the detoxication. Heteropathy should be carried out when necessary.
[Pharmacology and toxicology]
Pharmacological effects: This product can stabilize the hypothalamus-hypophysis system of the women after ovary hypofunction at menopause. This central effect is the comprehensive result of the various hormonal properties of this product, i.e this product has estrogenic, progestogenic and weak androgenic activities.

This product is immediately metabolized into 3 compounds after oral administration. These 3 compounds result in the pharmacological effect of this product, of which 3(-OH and 3(-OH metabolites mainly have estrogenic activity, and (4-isomer and its parent compound mainly have progestogenic and androgenic activities. This product has significant tissue specific effect, and exhibit estrogenic effect on the bone, the heat centers of brain (hectic fever), and vagina; significant progestogenic and anti-estrogenic effects on the breast tissue; and mild androgenic and progestogenic effects on the endometrium.

This product could inhibit the level of gonadotrophic hormone of the postmenopausal women and the ovulation of the women of child-bearing age at the daily oral dose of 2.5 mg which do not stimulate the endometrium of the postmenopausal women. Only very few patients develop slight proliferation of the endometrium at this dosage. The extent of proliferation does not increase with the prolongation of the dosing time. Meanwhile, the irritating effect of this product on the vagina mucosa was also detected.

This product could inhibit the bone loss of the postmenopausal women at the same dose. The menopausal symptoms, in particular the symptoms of dilation and contract of the blood vessel such as hectic fever and hyperhidrosis were inhibited. This product also had good effects both on the sexuality and emotion.

Toxicological study: Based on literatures.

Carcinogenecity/mutagenicity: The therapeutic effect of this product is similar to that of other sex hormones. This product has shown the correlation with the development of the tumors in the long-term carcinogenic study in the rodent by oral administration. This product does not show any evidence related to genotoxicity in the determination of gene mutation, chromosome damage and DNA damage

Reproductive toxicity: The animal study results showes that this product can penetrate through the placenta and result in abnormality, and can affect the organogenesis in the animals. Thus, this product is contraindicated in the pregnant women or the suspicious pregnant women.


[Pharmacokinetics]

It can be absorbed quickly and widely, which can be tracked in the blood 30min after administration and reach peak level after 1.5 to 4hours.  This drug is metabolized in liver and transformed to multi- metabolite, most of which will be excreted through feces, little through urine. Certain metabolites may take biological effects. Clearance half- life of tibolone and its metabolites are less than 2 days. It is suggested to administer once daily.

[Storage]
Store in a cool place, sealed and protect from light.
[Packing]
Packaged with aluminum foil and PVC blister.

7 tablets per blister strip and 1 blister strip per box 

[Shelf Life]
Temporarily set as 24 months 
[Specification]

WS-223 (X-190)-2002

[Product Licence Number] Guoyaozhunzi H20020198
[Manufacturer]

Name: [image: image22] Beijing Zizhu Pharmaceutical Co., Ltd.

Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024







	Following intramuscular administration, about 90% of a testosterone dose is excreted in the urine in the form of glycuronic acid and sulfuric acid conjugates of testosterone and testosterone metabolites and about 6% is excreted unchanged in the feces. 

[Storage] 

Preserve in a tightly closed container at room temperature (15-30℃), protected from light.

[Package]

Composite aluminum plastic pack, 2 patches/pack;

Composite aluminum plastic pack, 4 patches/pack;

[Shelf Life]

24 months

[Specification]

SFDA YBH07682010

[Approval Number]

Guo Yao Zhun Zi H20100198

[Manufacturer]

Manufacturer Name: Beijing Zizhu Pharmaceutical Co., Ltd

Manufacturing Site: No. 27, Chaoyang North Road, Chaoyang District, Beijing

Post Code: 100024
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[Drug name] 

Generic Name: Gestrinone Capsules
English Name: Gestrinone Capsules
 

[Ingredients]
Active component: Gestrinone
Chemical Name: (17α)-13-ethyl-17-hydroxy-18, 19-dinorpregna-4,9,11-trien-20-yn-3-one

Chemical Structural Formula:
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Molecular Formula：C21H24O2 

Molecular Weight：308.43

[Description]
It is a capsule containing pale yellowish powder. 

[Indication]
It is used for the treatment of endometriosis.

[Strength] 2.5mg

[Usage and dosage]
Take 2.5mg each time orally (one capsule), twice a week. Initial administration should be taken on the first day of menstruation and another 2.5mg on the fourth day. The administration dates should be fixed on the same dates of first week during the whole course. If one administration is left out, take 2.5mg immediately. (For example, take the drug every Monday and Thursday. The administration on Monday is forgotten, intake on Tuesday or Wednesday immediately, and take the drug as scheduled on Thursday. The administration dates of following courses are still Monday and Thursday.) If the administration is missed for several times, therapy of this cycle should be stopped. The next administration period should start again from the first day of next menstruation. The whole course is 6 months.
[Adverse reactions]
1.     A few patients may appear following adverse reactions such as dizziness, debilitation, gastric discomfort, acne, hairiness, oily cutitis, cacophonia, and other symptoms caused by androgen.
2.      Prolonged or shortened menstruation, amenorrhea, irregular bleeding, menstrual volume decrease, but above adverse reactions can be alleviated automatically.

3.      The breakthrough bleeding rate is about 5%.

4.      The administration may cause transient transaminase elevation

[Contraindications]
It is contraindicated for the pregnant women, women in lactation, and those with severe heart, liver or kidney dysfunction. After using estrogen and progesterone, those who have dysfunction in metabolism and blood vessel are forbidden to use this medicine.

[Precautions]
1.   Exclude the possibility of pregnancy before starting therapy.
2. Take effective measures for contraception during the whole course. (Oral contraceptives are      contraindicated). Stop the therapy immediately as soon as the pregnancy is confirmed.
3.   Because this product may cause fluid retention, the patient who is renal or cardiac insufficient should be observed carefully.
4.   The patients with hyperlipemia should monitoring ALAT, ASAT, cholesterol, etc. The patients with diabetes should monitor blood sugar.
5.   The metabolism of gestrinone will be accelerated when rifampicin or antiepileptic are used at the same time.
[Usage for women in pregnancy or in lactation]
It is inhibited for women in pregnancy or in lactation.
[Usage for children] No data available.

[Usage for aged people] No data available.

[Drug interactions] 

Co-administration with rifampicin or antiepileptic may increase the metabolism of gestrinone.

[Overdose] No data available.

[Pharmacology and toxicology]
It is a synthetic triterpene -hormone. It has strong activity of anti-progestogen and anti-estrogen, and has poor activity similar to androgen and estrogen. The animal experiments show that it can inhibit excretion of estrogen and it acts on endometrium similar to progesterone, so that the ectopic endometrial inactivate, degenerate and atrophy. 

[Pharmacokinetics]
It is absorbed quickly by oral. The blood concentration will reach peak within 2.8 to 3.1 hours after administration. The clearance half-life in plasma is 24 hours. It will not cause drug accumulation in the body in case of a long-term use. It is metabolized in liver by hydroxylation and produce paired conjunctive metabolites. 

[Storage]
Sealed and protect from light.

[Packing]
Packaged with aluminum foil and PVC blister.
Each capsule contains 2.5mg of gestrinone, 8 capsules per blister strip and 1 blister strip per box 

[Shelf Life]
24 months
[Specification]
WS-420 (X-333)-08
[Product Licence Number] Guoyaozhunzi H19980020

[Manufacturer]
Name: [image: image27] Beijing Zizhu Pharmaceutical Co., Ltd.
Manufacture site: No. 27, Chaoyang North Rd, Chaoyang District, Beijing

Postal code: 100024





















































































