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SmPC English translation Mercilon tablets

1. NAME OF THE MEDICINAL PRODUCT

Mercilon, tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 0.150 mg desogestrel and 0.020 mg ethinylestradiol
Excipient with known effect: lactose < 80 mg
For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Tablets for oral use.
The tablets are round, biconvex and 6 mm in diameter. They are coded on one side with ‘TR’ above
‘4’ and on the reverse side with ‘Organon’ and a five pointed star.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Contraception.

The decision to prescribe Mercilon should take into consideration the individual woman’s current risk
factors, particularly those for venous thromboembolism (VTE), and how the risk of VTE with
Mercilon compares with other CHCs (see sections 4.3 and 4.4).

4.2  Posology and method of administration

How to take Mercilon

The tablets must be taken in the order directed on the strip every day at about the same time with some
liquid as needed. One tablet is to be taken daily for 21 days. Each subsequent strip is started after a
7-day tablet-free interval, during which time a withdrawal bleed usually occurs. This bleed usually starts
on the second or third day after the last tablet and may not have finished before the next strip is started.

How to start taking Mercilon

No preceding hormonal contraceptive use [in the past month]

The first tablet should be taken on day 1 of the woman’s natural cycle (i.e. the first day of her
menstrual bleeding). Starting on days 2-5 is allowed, but in that case during the first cycle the use of a
barrier method is recommended in addition for the first 7 days of tablet-taking.

Changing from another combined hormonal contraceptive (combined oral contraceptive (COC),
vaginal ring or transdermal patch)

The woman should start with Mercilon preferably on the day after the last active tablet (the last tablet
containing the active substances) of her previous COC, but at the latest on the day following the usual
tablet-free (or placebo tablet) interval of her previous COC. If a combined contraceptive in the form of
a vaginal ring or transdermal patch has been used, the woman should preferably start using Mercilon
on the day of removal, but at the latest on the day on which the next ring or plaster would have been
put in place. The hormone-free interval of the previous method should never be extended beyond its
recommended length.
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If the woman has used her previous combined hormonal contraceptive method consistently and
correctly during the previous 7 days and if it is reasonably certain that she is not pregnant, she may
also switch to Mercilon from her previous combined hormonal contraceptive on any day of the cycle.

Not all contraceptive methods described here (vaginal ring, transdermal patch) may be marketed in all
EU countries.

Changing from a progestogen-only method (minipill, injection, implant) or from a progestogen-
releasing intrauterine system (1US)

The woman may switch any day from the minipill (from an implant or IUS on the day of its removal,
from an injectable when the next injection would be due), but should in all cases be advised to
additionally use a barrier method for the first 7 days of tablet-taking.

Following first-trimester abortion
The woman may start immediately. When doing so, she does not need to take additional contraceptive
measures.

Following delivery or second-trimester abortion
For breastfeeding women see section 4.6.

Women should be advised to start on day 21 to 28 after delivery or second-trimester abortion. When
starting later, the woman should be advised to additionally use a barrier method for the first 7 days of
tablet-taking. However, if intercourse has already occurred, pregnancy should be excluded before the
actual start of COC use or the woman has to wait for her first menstrual period.

Management of missed tablets

If the user is less than 12 hours late in taking any tablet, contraceptive protection is not reduced. The
woman should take the tablet as soon as she remembers and should take the remaining tablets at the
usual time.

If she is more than 12 hours late in taking any tablet, contraceptive protection may be reduced. The

management of missed tablets can be guided by the following two basic rules:

1. tablet-taking must never be discontinued for longer than 7 consecutive days.

2. 7 days of uninterrupted tablet-taking are required to attain adequate suppression of the
hypothalamic-pituitary-ovarian axis.

Accordingly the following advice can be given in daily practice:

o Week 1

The user should take the last missed tablet as soon as she remembers, even if this means taking two
tablets at the same time. She then continues to take the remaining tablets at her usual time. In addition, a
barrier method should be used for the next 7 days. If intercourse took place in the preceding 7 days, the
possibility of a pregnancy should be considered. The more tablets that are missed and the closer they are
to the regular tablet-free interval, the higher the risk of a pregnancy.

° Week 2

The user should take the last missed tablet as soon as she remembers, even if this means taking two
tablets at the same time. She then continues to take the remaining tablets at her usual time. Provided that
the woman has taken her tablets correctly in the 7 days preceding the first missed tablet, there is no need
to use extra contraceptive precautions. However, if this is not the case, or if she missed more than 1
tablet, the woman should be advised to use extra precautions for the next 7 days.
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° Week 3

There is a high risk of reduced reliability because of the approaching tablet-free interval. However, by

adjusting the tablet-intake schedule, reduced contraceptive protection can still be prevented. By adhering

to either of the following two options, there is no need to use extra contraceptive precautions, provided
that in the 7 days preceding the first missed tablet the woman has taken all tablets correctly. If this is not
the case, the woman should be advised to follow the first of these two options and to use extra
precautions for the next 7 days as well.

1. The user should take the last missed tablet as soon as she remembers, even if this means taking
two tablets at the same time. She then continues to take the remaining tablets at her usual time.
The next strip must be started as soon as the current strip is finished, i.e., there should be no gap
between strips. The user is unlikely to have a withdrawal bleed until the end of the second strip,
but she may experience spotting or breakthrough bleeding on tablet-taking days.

2. The woman may also be advised to discontinue tablet-taking from the current strip. She should
then have a tablet-free interval of up to 7 days, including the days she missed tablets, and
subsequently continue with the next strip.

If the woman has missed tablets and subsequently has no withdrawal bleed in the first normal
tablet-free interval, the possibility of a pregnancy should be considered.

Advice in the case of gastrointestinal disturbances

In the case of severe gastrointestinal disturbances, absorption may not be complete and additional
contraceptive measures should be taken.

If vomiting occurs within 3-4 hours after tablet-taking, the advice concerning missed tablets, as given
above in section 4.2.3 'Management of missed tablets', is applicable. If the woman does not want to
change her normal tablet-taking schedule, she has to take the extra tablet(s) needed from another strip.

How to delay a period or shift periods

Delaying a period is not an indication for the product. However, in exceptional cases, to delay a period
the woman should continue with the tablets in another strip of Mercilon without a tablet-free interval.
The period can be delayed for as long as desired, but no longer than until the end of the second strip.
During the extension the woman may experience breakthrough bleeding or spotting. Regular intake of
Mercilon is resumed after the usual 7-day tablet-free interval.

To shift her period to another day of the week than the woman is used to with her current scheme, she
can be advised to shorten her next tablet-free interval by as many days as she likes. The shorter the
interval, the higher the risk that she does not have a withdrawal bleed and will experience breakthrough
bleeding or spotting during the second strip (just as when delaying a period).

Paediatric patients
The safety and efficacy of Mercilon in adolescents under the age of 18 years have not been studied.

4.3 Contraindications
Combined hormonal contraceptives should not be used in the following situations. Should any of the
conditions appear for the first time during COC use, the product should be stopped immediately.

o Presence or risk of venous thromboembolism (VTE)

o Venous thromboembolism — current VTE (on anticoagulants) or history of (e.g. deep
venous thrombosis [DVT] or pulmonary embolism [PE]).

o Known hereditary or acquired predisposition for venous thromboembolism, such as APC-
resistance, (including Factor V Leiden), antithrombin-111-deficiency, protein C
deficiency, protein S deficiency.

o Major surgery with prolonged immobilisation (see section 4.4).

o A high risk of venous thromboembolism due to the presence of multiple risk factors (see
section 4.4).

o Presence or risk of arterial thromboembolism (ATE)
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4.4

o Arterial thromboembolism — current arterial thromboembolism, history of arterial
thromboembolism (e.g. myocardial infarction) or prodromal condition (e.g. angina
pectoris)

o Cerebrovascular disease — current stroke, history of stroke or prodromal condition (e.g.
transient ischaemic attack, TIA).

o Known hereditary or acquired predisposition for arterial thromboembolism, such as
hyperhomocysteinaemia and antiphospholipid-antibodies (anticardiolipin-antibodies,
lupus anticoagulant).

o History of migraine with focal neurological symptoms.

o A high risk of arterial thromboembolism due to multiple risk factors (see section 4.4) or
to the presence of one serious risk factor such as:

e diabetes mellitus with vascular symptoms

e severe hypertension

o severe dyslipoproteinaemia
Presence or history of pancreatitis associated with severe hypertriglyceridaemia.
Presence or history of severe hepatic disease as long as liver function values have not returned
to normal.
Presence or history of liver tumours (benign or malignant).
Known or suspected sex steroid-influenced malignancies (e.g., of the genital organs or the
breasts).
Endometrial hyperplasia.
Undiagnosed vaginal bleeding.
Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.
Mercilon is contraindicated for concomitant use with medicinal products containing
ombitasvir/paritaprevir/ritonavir and dasabuvir or glecaprevir/pibrentasvir (see sections 4.4 and
4.5).

Special warnings and precautions for use

Warnings

If any of the conditions or risk factors mentioned below is present, the suitability of Mercilon should
be discussed with the woman.

In the event of aggravation, or first appearance of any of these conditions or risk factors, the woman
should be advised to contact her doctor to determine whether the use of Mercilon should be
discontinued.

1.

Circulatory Disorders

Risk of venous thromboembolism (VTE)

The use of any combined hormonal contraceptive (CHC) increases the risk of venous
thromboembolism (VTE) compared with no use. Products that contain levonorgestrel,
norgestimate or norethisterone are associated with the lowest risk of VTE. Other
products such as Mercilon may have up to twice this level of risk. The decision to use any
product other than one with the lowest VTE risk should be taken only after a discussion
with the woman to ensure she understands the risk of VTE with Mercilon, how her
current risk factors influence this risk, and that her VTE risk is highest in the first ever
year of use. There is also some evidence that the risk is increased when a CHC is re-
started after a break in use of 4 weeks or more.

In women who do not use a CHC and are not pregnant about 2 out of 10,000 will develop a
VTE over the period of one year. However, in any individual woman the risk may be far
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higher, depending on her underlying risk factors (see below).

o It is estimated? that out of 10,000 women who use a CHC containing desogestrel between 9 and
12 women will develop a VTE in one year; this compares with about 62 in women who use a
levonorgestrel-containing CHC.

o In both cases, the number of VTESs per year is fewer than the number expected during
pregnancy or in the postpartum period.

o VTE may be fatal in 1-2% of cases.

Number of VTE events per 10,000 women in one year

Number of
YJEevents

12 1

10 1

Non-CHC user (2 events) Levonorgestrel-containing CHC (57 Desogestrel-containing CHC (9-12
events) events)

Extremely rarely, thrombosis has been reported to occur in CHC users in other blood vessels, e.g.
hepatic, mesenteric, renal or retinal veins and arteries.
Risk factors for VTE

The risk for venous thromboembolic complications in CHC users may increase substantially in a
woman with additional risk factors, particularly if there are multiple risk factors (see table).

Mercilon is contraindicated if a woman has multiple risk factors that put her at high risk of venous
thrombosis (see section 4.3). If a woman has more than one risk factor, it is possible that the increase
in risk is greater than the sum of the individual factors — in this case her total risk of VTE should be
considered. If the balance of benefits and risks is considered to be negative a CHC should not be
prescribed (see section 4.3).

! These incidences were estimated from the totality of the epidemiological study data, using relative risks for the different products compared
with levonorgestrel-containing CHCs.

2 Mid-point range of 5-7 per 10,000 WY, based on a relative risk for CHCs containing levonorgestrel versus non-use of approximately 2.3 to
3.6
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Table: Risk factors for VTE

Risk factor

Comment

Obesity (body mass index over 30 kg/m?)

Risk increases substantially as BMI rises.

Particularly important to consider if other risk
factors also present.

Prolonged immobilisation, major surgery,
any surgery to the legs or pelvis,
neurosurgery, or major trauma

Note: Temporary immobilisation including
air travel >4 hours can also be a risk factor
for VTE, particularly in women with other
risk factors.

In these situations it is advisable to
discontinue use of the patch/pill/ring (in the
case of elective surgery at least four weeks in
advance) and not resume until two weeks after
complete remobilisation. Another method of
contraception should be used to avoid
unintentional pregnancy.

Antithrombotic treatment should be
considered if Mercilon has not been
discontinued in advance.

Positive family history (venous
thromboembolism ever in a sibling or
parent especially at a relatively early age
e.g. before 50).

If a hereditary predisposition is suspected, the
woman should be referred to a specialist for
advice before deciding about any CHC use.

Other medical conditions associated with
VTE

Cancer, systemic lupus erythematosus,
haemolytic uraemic syndrome, chronic
inflammatory bowel disease (Crohn’s disease
or ulcerative colitis) and sickle cell disease

Increasing age

Particularly above 35 years

There is no consensus about the possible role of varicose veins and superficial thrombophlebitis in the
onset or progression of venous thrombosis.
The increased risk of thromboembolism in pregnancy, and particularly the 6-week period of the
puerperium, must be considered (for information on “Pregnancy and lactation” see section 4.6).

Symptoms of VTE (deep vein thrombosis and pulmonary embolism)

In the event of symptoms women should be advised to seek urgent medical attention and to inform the

healthcare professional that she is taking a CHC.

Symptoms of deep vein thrombosis (DVT) can include:

unilateral swelling of the leg and/or foot or along a vein in the leg

pain or tenderness in the leg which may be felt only when standing or walking
increased warmth in the affected leg; red or discoloured skin on the leg.
Symptoms of pulmonary embolism (PE) can include:

sudden onset of unexplained shortness of breath or rapid breathing

sudden coughing which may be associated with haemoptysis

sharp chest pain
severe light headedness or dizziness
rapid or irregular heartbeat.
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Some of these symptoms (e.g. “shortness of breath”, “coughing”) are non-specific and might be
misinterpreted as more common or less severe events (e.g. respiratory tract infections).

Other signs of vascular occlusion can include: sudden pain, swelling and slight blue discoloration of
an extremity.

If the occlusion occurs in the eye symptoms can range from painless blurring of vision which can
progress to loss of vision. Sometimes loss of vision can occur almost immediately.
Risk of arterial thromboembolism (ATE)

Epidemiological studies have associated the use of CHCs with an increased risk for arterial
thromboembolism (myocardial infarction) or for cerebrovascular accident (e.g. transient ischaemic
attack, stroke). Arterial thromboembolic events may be fatal.

Risk factors for ATE

The risk of arterial thromboembolic complications or of a cerebrovascular accident in CHC users
increases in women with risk factors (see table). Mercilon is contraindicated if a woman has one
serious or multiple risk factors for ATE that puts her at high risk of arterial thrombosis (see section
4.3). If a woman has more than one risk factor, it is possible that the increase in risk is greater than the
sum of the individual factors - in this case her total risk should be considered. If the balance of
benefits and risks is considered to be negative a CHC should not be prescribed (see section 4.3).

Table: Risk factors for ATE

Risk factor Comment

Increasing age Particularly above 35 years

Women should be advised not to smoke if they wish to use
a CHC. Women over 35 who continue to smoke should be
strongly advised to use a different method of
contraception.

Smoking

Hypertension

Obesity (body mass index over
30 kg/m?)

Risk increases substantially as BMI increases.

Particularly important in women with additional risk
factors

Positive family history (arterial
thromboembolism ever in a
sibling or parent especially at
relatively early age e.g. below
50).

Migraine

If a hereditary predisposition is suspected, the woman
should be referred to a specialist for advice before
deciding about any CHC use.

An increase in frequency or severity of migraine during
CHC use (which may be prodromal of a cerebrovascular
event) may be a reason for immediate discontinuation.

Other medical conditions
associated with adverse
vascular events

Diabetes mellitus, hyperhomocysteinaemia, valvular heart
disease and atrial fibrillation, dyslipoproteinaemia and
systemic lupus erythematosus.

Symptoms of ATE
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In the event of symptoms women should be advised to seek urgent medical attention and to inform the
healthcare professional that she is taking a CHC.

Symptoms of a cerebrovascular accident can include:

sudden numbness or weakness of the face, arm or leg, especially on one side of the body
sudden trouble walking, dizziness, loss of balance or coordination

sudden confusion, trouble speaking or understanding

sudden trouble seeing in one or both eyes

sudden, severe or prolonged headache with no known cause

loss of consciousness or fainting with or without seizure.

Temporary symptoms suggest the event is a transient ischaemic attack (TIA).

Symptoms of myocardial infarction (M) can include:

N

pain, discomfort, pressure, heaviness, sensation of squeezing or fullness in the chest, arm, or
below the breastbone

discomfort radiating to the back, jaw, throat, arm, stomach

feeling of being full, having indigestion or choking

sweating, nausea, vomiting or dizziness

extreme weakness, anxiety, or shortness of breath

rapid or irregular heartbeats.

Tumours

Epidemiological studies indicate that the long-term use of oral contraceptives is a risk factor for
the development of cervical cancer in women infected with human papillomavirus (HPV).
However, the extent to which this effect is influenced by confounding factors (e.g. differences
in number of sexual partners or in use of barrier contraceptives) remains unclear.

A meta-analysis from 54 epidemiological studies demonstrated that there is a slightly increased
relative risk (RR = 1.24) of having breast cancer diagnosed in women who are currently using
COCs. The excess risk gradually disappears during the course of the 10 years after cessation of
COC use. Because breast cancer is rare in women under 40 years of age, the excess number of
breast cancer diagnoses in current and recent COC users is small in relation to the overall risk of
breast cancer. These studies do not provide evidence for causation. The observed pattern of
increased risk may be due to an earlier diagnosis of breast cancer in COC users, the biological
effects of COCs or a combination of both. The breast cancers diagnosed in ever-users tend to be
less advanced clinically than the cancers diagnosed in never-users.

In rare cases, benign liver tumours, and even more rarely, malignant liver tumours have been
reported in users of COCs. In isolated cases, these tumours have led to life-threatening intra-
abdominal haemorrhages. A hepatic tumour should be considered in the differential diagnosis
when severe upper abdominal pain, liver enlargement or signs of intra-abdominal haemorrhage
occur in women taking COCs.

ALT elevations

During clinical trials with patients treated for hepatitis C virus infections (HCV) with medicinal
products containing ombitasvir/paritaprevir/ritonavir and dasabuvir, with or without ribavirin,
transaminase (ALT) elevations higher than 5 times the upper limit of normal (ULN) occurred
significantly more frequently in women using ethinylestradiol-containing medications such as
combined hormonal contraceptives (CHCs) (see sections 4.3 and 4.5). Additionally, also in
patients treated with glecaprevir/pibrentasvir, ALT elevations were observed in women using
ethinylestradiol-containing medications such as CHCs.

Other conditions
Women with hypertriglyceridaemia, or a family history thereof, may have an increased risk of
pancreatitis when using COCs.
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o Exogenous estrogens may induce or exacerbate symptoms of hereditary and acquired angioedema.

o Although small increases in blood pressure have been reported in many women taking COCs,
clinically relevant increases are rare. A relationship between COC use and clinical hypertension
has not been established. However, if a sustained clinically significant hypertension develops
during the use of a COC then it is prudent for the physician to withdraw the COC and treat the
hypertension. Where considered appropriate, COC use may be resumed if normotensive values
can be achieved with antihypertensive therapy.

o The following conditions have been reported to occur or deteriorate with both pregnancy and
COC use, but the evidence of an association with COC use is inconclusive: jaundice and/or
pruritus related to cholestasis; gallstone formation; porphyria; systemic lupus erythematosus;
haemolytic uraemic syndrome; Sydenham’s chorea; herpes gestationis; otosclerosis-related
hearing loss.

o Acute or chronic disturbances of liver function may necessitate the discontinuation of COC use
until markers of liver function return to normal. Recurrence of cholestatic jaundice and/or
cholestatic pruritus which occurred previously during pregnancy or use of sex steroids necessitates
the discontinuation of COCs.

o Although COCs may have an effect on peripheral insulin resistance and glucose tolerance, there is
no evidence for a need to alter the therapeutic regimen in diabetics using COCs. However,
diabetic women should be carefully observed while taking COCs.

o Crohn’s disease and ulcerative colitis have been associated with COC use.

o Chloasma may occasionally occur, especially in women with a history of chloasma gravidarum.
Women with a tendency to chloasma should avoid exposure to the sun or ultraviolet radiation
whilst taking COCs.

o Depressed mood and depression are well-known undesirable effects of hormonal contraceptive
use (see section 4.8). Depression can be serious and is a well-known risk factor for suicidal
behaviour and suicide. Women should be advised to contact their physician in case of mood
changes and depressive symptoms, including shortly after initiating the treatment.

o Mercilon contains < 80 mg lactose per tablet. Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should
not take this medicine.

When determining the choice of contraceptive method(s), all of the above information should be taken
into account.

Medical examination/consultation

Prior to the initiation or reinstitution of Mercilon a complete medical history (including family history)
should be taken and pregnancy must be ruled out. Blood pressure should be measured and a physical
examination should be performed, guided by the contraindications (see section 4.3) and warnings (see
section 4.4) It is important to draw a woman’s attention to the information on venous and arterial
thrombosis, including the risk of Mercilon compared with other CHCs, the symptoms of VTE and
ATE, the known risk factors and what to do in the event of a suspected thrombosis.

The woman should also be instructed to carefully read the user leaflet and to adhere to the advice
given. The frequency and nature of examinations should be based on established practice guidelines
and be adapted to the individual woman.

Women should be advised that hormonal contraceptives do not protect against HIV infections (AIDS)
and other sexually transmitted diseases.

Reduced efficacy

The efficacy of Mercilon may be reduced in the event of for example missed tablets (see section 4.2
‘Management of missed tablets’), gastrointestinal disturbances (see section 4.2 ‘Advice in case of
gastro-intestinal disturbances’) or concomitant medication that decrease the plasma concentration of
ethinyloestradiol and/or etonogestrel, the active metabolite of desogestrel (see section 4.5).
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Herbal preparations containing St. John's wort (Hypericum perforatum) should not be used while
taking Mercilon, since this can result in decreased plasma concentrations and reduced clinical effects
of Mercilon (see section 4.5).

Reduced cycle control

With all COCs, irregular bleeding (spotting or breakthrough bleeding) may occur, especially during the
first months of use. Therefore, the evaluation of any irregular bleeding is only meaningful after an
adaptation interval of about three cycles.

If bleeding irregularities persist or occur after previously regular cycles, then non-hormonal causes
should be considered and adequate diagnostic measures are indicated to exclude malignancy or
pregnhancy. These may include curettage.

In some women withdrawal bleeding may not occur during the tablet-free interval. If the COC has been
taken according to the instructions in section 4.2, it is unlikely that the woman is pregnant. However, if
the COC has not been taken according to these instructions prior to the first missed withdrawal bleed or
if two withdrawal bleeds are missed, preghancy must be ruled out before COC use is continued.

4.5 Interaction with other medicinal products and other forms of interaction

Interactions
Note: the prescribing information of concomitant medications should be consulted to identify potential
interactions.

Effect of other medicinal products on Mercilon

Interactions can occur with medicinal or herbal products that induce microsomal enzymes,
specifically cytochrome P450 enzymes (CYP ), which can result in increased clearance of sex
hormones and which may lead to breakthrough bleeding and/or contraceptive failure.

Management

Enzyme induction can already be observed after a few days of treatment. Maximum enzyme
induction is generally seen within a few weeks. After the cessation of drug therapy, enzyme induction
may be sustained for about 4 weeks.

Short-term treatment

Women on treatment with enzyme-inducing medicinal or herbal products should temporarily use a
barrier method or another method of contraception in addition to the Mercilon. The barrier

method must be used during the whole time of the concomitant drug therapy and for 28 days after its
discontinuation.

Long-term treatment

In women on long-term therapy with enzyme-inducing active substances, another reliable, non-
hormonal method of contraception unaffected by enzyme inducing medicinal products is
recommended.

The following interactions have been reported in literature.

Substances increasing the clearance of Mercilon (enzyme induction) e.g.

Phenytoin, phenobarbital, primidone, bosentan, carbamazepine, rifampicin, some HIV protease
inhibitors (e.g. ritonavir) and nonnucleoside reverse transcriptase inhibitors (e.g. efavirenz,
nevirapine), and possibly also oxcarbazepine, topiramate, rifabutin, felbamate, griseofulvin and
products containing the herbal remedy St. John’s wort.

Substances with variable effects on the clearance of Mercilon

When co-administered with hormonal contraceptives, many combinations of HIV protease inhibitors
(e.g. nelfinavir) and non-nucleoside reverse transcriptase inhibitors (e.g. nevirapine), and/or
combinations with Hepatitis C virus (HCV) medicinal products (e.g. boceprevir, telaprevir), can
increase or decrease plasma concentrations of progestagens, including etonogestrel, or estrogens. The
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net effect of these changes may be clinically relevant in some cases.

Therefore, the prescribing information of concomitant HIV/HCV medications should be consulted to
identify potential interactions and any related recommendations. In case of any doubt, and additional
barrier contraceptive method should be used by women on protease inhibitor or non-nucleoside
reverse transcriptase inhibitor therapy.

Substances decreasing the clearance of Mercilon (enzyme inhibitors)

The clinical relevance of potential interactions with enzyme inhibitors remains unknown.
Concomitant administration of strong (e.g. ketoconazole, itraconazole, clarithromycin) or moderate
(e.g. fluconazole, diltiazem, erythromycin) CYP3A4 inhibitors may increase the serum concentrations
of estrogens or progestagens, including etonogestrel.

Etoricoxib doses of 60 to 120 mg/day have been shown to increase plasma concentrations of
ethinylestradiol 1.4 to 1.6-fold, respectively when taken concomitantly with a combined hormonal
contraceptive containing 0.035 mg ethinylestradiol.

Effects of [Invented name] on other medicinal products
Hormonal contraceptives COCs may interfere with the metabolism of other drugs. Accordingly,
plasma and tissue concentrations may either increase (e.g. ciclosporine) or decrease (e.g. lamotrigine).

Clinical data suggests that ethinylestradiol is inhibiting the clearance of CYP1A2 substrates leading to
a weak (e.g. theophylline) or moderate (e.g. tizanidine) increase in their plasma concentration.

Laboratory tests

The use of contraceptive steroids may influence the results of certain laboratory tests, including
biochemical parameters of liver, thyroid, adrenal and renal function, plasma levels of (carrier) proteins
such as corticosteroid-binding globulin, lipid/lipoprotein fractions and parameters of carbohydrate
metabolism, coagulation and fibrinolysis. Changes generally remain within the normal laboratory
range.

Pharmacodynamic interactions

Concomitant use with medicinal products containing ombitasvir/paritaprevir/ritonavir and dasabuvir,
with or without ribavirin, or glecaprevir / pibrentasvir may increase the risk of ALT elevations (see
sections 4.3 and 4.4). Therefore, Mercilon users must switch to an alternative method of contraception
(e.g., progestagen-only contraception or non-hormonal methods) prior to starting therapy with this
combination drug regimen. Mercilon can be restarted 2 weeks following completion of treatment with
this combination drug regimen.

4.6  Fertility, pregnancy and lactation

Pregnancy

Mercilon is not indicated during pregnancy. If pregnancy occurs during treatment with Mercilon,
further intake should be stopped immediately. However, most epidemiological studies have revealed
neither an increased risk of birth defects in children born to women who used COCs prior to
pregnancy, nor a teratogenic effect when COCs were taken inadvertently during early pregnancy.

The increased risk of VTE during the postpartum period should be considered when re-starting
Mercilon (see sections 4.2 and 4.4).

Lactation

Lactation may be influenced by COCs as they may reduce the quantity and change the composition of
breast milk. Therefore, the use of COCs is generally not recommended until the nursing mother has
completely weaned her child. Small amounts of the contraceptive steroids and/or their metabolites
may be excreted with the milk, but there is no evidence that this adversely affects infant health.
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4.7  Effects on ability to drive and use machines
No effects on the ability to drive and use machines have been observed.

4.8 Undesirable effects

Description of selected adverse reactions

An increased risk of arterial and venous thrombotic and thromboembolic events, including
myocardial infarction, stroke, transient ischaemic attacks, venous thrombosis and pulmonary
embolism has been observed in women using CHCs, which are discussed in more detail in section

4.4.

As with all COCs, changes in vaginal bleeding patterns may occur, especially during the first months
of use. These may include changes in bleeding frequency (absent, less frequent, more frequent or
continuous), intensity (reduced or increased) or duration.

Possibly related undesirable effects that have been reported in users of Mercilon or COC users in

general are listed in the table below®. All ADRs are listed by system organ class and frequency;
common (>1/100), uncommon (>1/1,000 to <1/100),rare (<1/1,000) and not known (cannot be
estimated from the available data).

disorders

System Organ Common Uncommon Rare Not known
Class
Immune system Hypersensitivity | Exacerbation of

symptoms of
hereditary and
acquired
angioedema

Metabolism and
nutrition disorders

Fluid retention

Psychiatric Depressed mood, | Libido Libido increased

disorders mood altered decreased

Nervous system Headache Migraine

disorders

Eye disorders Contact lens
intolerance

Vascular Venous

disorders thromboembolism
Acrterial
thromboembolism

Gastrointestinal Nausea, Vomiting,

disorders abdominal pain diarrhoea

Skin and Rash, urticaria | Erythema

subcutaneous nodosum,

tissue disorders erythema
multiforme

Reproductive Breast pain, Breast Vaginal

system and breast | breast tenderness | enlargement discharge, breast

disorders discharge

Investigations

Weight increased

Weight decreased

! The most appropriate MedDRA term to describe a certain adverse reaction is listed.
Synonyms or related conditions are not listed, but should be taken into account as well.
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A number of undesirable effects that have been reported in women using COCs are discussed in detail
in section 4.4. These include: hypertension; hormone-dependent tumours (e.g. liver tumours, breast
cancer) and chloasma.

Interactions
Breakthrough bleeding and/or contraceptive failure may result from interactions of other drugs
(enzyme inducers) with oral contraceptives (see section 4.5).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Dutch Pharmacovigilance
Center Lareb, website www.lareb.nl.

4.9 Overdose

There have been no reports of serious deleterious effects from overdose. Symptoms that may occur in
this case are nausea, vomiting and, in young girls, slight vaginal bleeding. There are no antidotes and
further treatment should be symptomatic.

5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties
Pharmacotherapeutic group: hormonal contraceptives for systemic use, ATC code: GO3A AQ9.

The contraceptive effect of COCs is based on the interaction of various factors, the most important of
which are considered to be the inhibition of ovulation and changes in the cervical secretion. As well as
protection against pregnancy, COC use has several other advantages which, together with the
disadvantages (see sections 4.4 and 4.8), should be taken into account when choosing a suitable
method of birth control. The cycle is more regular and the menstruation is often less painful and
bleeding is lighter. The latter may result in a decrease in the occurrence of iron deficiency. Apart from
this, with the higher-dosed COCs (50 ug ethinylestradiol), there is evidence of a reduced risk of
fibrocystic tumours of the breasts, ovarian cysts, pelvic inflammatory disease, ectopic pregnancy and
endometrial and ovarian cancer. Whether this also applies to lower-dosed COCs remains to be
confirmed.

Paediatric population
No clinical data on efficacy and safety are available in adolescents below 18 years.

5.2 Pharmacokinetic properties

Desogestrel

Absorption

Orally administered desogestrel is rapidly and completely absorbed and converted to etonogestrel.
Peak serum concentrations of approximately 2 ng/ml are reached about 1.5 hours after ingestion of a
single dose. Bioavailability is 62-81%.

Distribution

Etonogestrel is bound to serum albumin and to sex hormone binding globulin (SHBG). Only 2-4% of
the total serum drug concentration is present as free steroid, 40-70% is specifically bound to SHBG.
The ethinylestradiol-induced increase in SHBG influences the distribution over the serum proteins,
causing an increase of the SHBG-bound fraction and a decrease of the albumin-bound fraction. The
apparent volume of distribution of desogestrel is 1.5 I/kg.
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Biotransformation

Etonogestrel is completely metabolized via the known pathways of steroid metabolism. The metabolic
clearance rate from serum is about 2 ml/min/kg. No interaction was found with the co-administered
ethinylestradiol.

Elimination

Etonogestrel serum levels decrease in two phases. The terminal disposition phase is characterized by a
half-life of approximately 30 hours. Desogestrel and its metabolites are excreted at a urinary to biliary
ratio of about 6:4.

Steady-state conditions

Etonogestrel pharmacokinetics are influenced by SHBG levels, which are increased threefold by
ethinylestradiol. Following daily ingestion, serum levels of etonogestrel increase two- to threefold,
reaching steady-state conditions during the second half of the treatment cycle.

Ethinylestradiol

Absorption

Orally administered ethinylestradiol is rapidly and completely absorbed. Peak serum concentrations of
about 80 pg/ml are reached within 1-2 hours after ingestion of a single dose. Absolute bioavailability
as a result of presystemic conjugation and first-pass metabolism is approximately 60%.

Distribution

Ethinylestradiol is highly but non-specifically bound to serum albumin (approximately 98.5%) and
induces an increase in the serum concentrations of SHBG. An apparent volume of distribution of about
5 I/kg was determined.

Biotransformation

Ethinyloestradiol is subject to presystemic conjugation in both small bowel mucosa and the liver.
Ethinyloestradiol is primarily metabolized by aromatic hydroxylation but a wide variety of
hydroxylated and methylated metabolites are formed, and these are present as free metabolites and as
conjugates with glucuronides and sulfate. The metabolic clearance rate of ethinyloestradiol from
serum is about 5 ml/min/kg. In vitro, ethinylestradiol is a reversible inhibitor of CYP2C19, CYP1A1l
and CYP1A2 as well as a mechanism based inhibitor of CYP3A4/5, CYP2C8, and CYP2J2.

Elimination

Ethinylestradiol serum levels decrease in two phases; the terminal disposition phase is characterized
by a half-life of approximately 24 hours. Unchanged drug is not excreted; ethinylestradiol metabolites
are excreted at a urinary to biliary ratio of about 4:6. The half-life of metabolite excretion is about

1 day.

Steady-state conditions
Steady-state concentrations are reached after 3-4 days; serum levels of ethinylestradiol are then
30-40% higher than after a single dose.

5.3 Preclinical safety data

Preclinical data reveal no special hazard for humans when COCs are used as recommended. This is
based on conventional studies of repeated dose toxicity, genotoxicity, carcinogenic potential and
reproductive toxicity. However, it must be borne in mind that sex steroids can promote the growth of
certain hormone-dependent tissues and tumours.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
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silica colloidal anhydrous
lactose monohydrate
potato starch

povidone

stearic acid
all-rac-alpha-tocopherol
6.2 Incompatibilities
Not applicable

6.3  Shelf life

3 years

6.4  Special precautions for storage

Do not store above 30°C. Do not freeze.

Store in the original blister pack, in order to protect from light and moisture.

6.5 Nature and contents of container

PVC/aluminium blister, which is packed in a laminated aluminium sachet.

Pack sizes: 1 x 21, 3 x 21 and 6 x 21 tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

1. MARKETING AUTHORISATION HOLDER
N.V. Organon

Kloosterstraat 6

5349 AB Oss

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

RVG 11508

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 19 November 1987
Date of renewal of authorisation: 19 November 2012

10. DATE OF REVISION OF THE TEXT

Last partial revision concerns section 4.4 and 4.8: 4 September 2022.
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XL TREI SN, fix DOk FaX I bR FAALREI TR S dv, 23 S ITlFskE ST
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2.7 i MFEAE S D N E) % A DF 5 DR IR 0 1 e TR4
T 2PN M PR SE D BEFEIRE D & 2 Ol ISUE oD AR [ YrORGANON

KEEDLINE ROBEENEE LT 2D EORENRD
5.1 [9.1.9, 11.1.1&8K]

2.8 MR 1F D BRI BE (MEPRISVERE  HER AL

) [MEZEOLMERDEENEE LT RDED

WERDH D] [11.11BHK]

2.9 IMiAetEER O H 5 HBE AR S 0D AE RO EN I
ELRTLK b toWERH5,] [11.1.1 BH]]

2.10 ¥V UIEEVURERREOBE [MRESD.LMEZRD
EENEE LT R EORENRDH S, ] [11.1.1BH1]

211 FANFG4ELIAN, i LA, PER 4R LIN K OVNE HR

LHERIRBED BE [ EEEEIRE2S U S, L& SR ORIVER
DIEFPENEL 2D N5, ] [8.6, 11.1.1BHK]
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8.8 AFNIFEKANE L LIAARNLE L DELEAITHD Z &
MBS, KR UTIIR | v B EA T DA (BN
BEEAIE) %R LW 2D5A1E. AR 5BRMGRTIZ Ik
SHDHZE, Fo, AAEGFIZZN G O ZER L7
LOREFIRES DL &,
8.9 AFIDOFEIZHT= - CTix, B OFREMRE L BB Y
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In accordance with paragraph 7
of the Procedure for the Selec-
tion of Recommended Interna-
tional Nonproprietary Names for
Pharmaceutical Substances, no-

tice is hereby given that the fol-
lowing are selected as recom-
mended international nonpropri-
etary names.

The inclusion of a name in the

lists of recommended international
nonproprietary names does not
imply any recommendation for the
use of the substance in medicine
or pharmacy.

Recommended International Nonproprietary Names (Rec. INN): List 18 2

Recommended Intetnational
Nonproprietary Name (Latin, English}

Chemical Mame or Description and Maolecular Formufa

acecainidum
acecainide

acidum ioprocemicum
ioprocemic acid

acidum spaglumicum
spaglumic acid

alaproclatum
alaproclate

alimadolum
alimadol

alprostadilum
alprostadil

amantanii bromidum
amantanium bromide

ambruticinum
ambruticin

amfenacum
amfenac

amrinonum
amrinone

ancrodum
ancrod

arfendazamum
arfendazam

1 Of. Ree, Wid HlIth Org., 1955, 60, 3 (Reso-
lution EBIS.R7); 1969, 173, 10 (Resolution
EB431.R9).

" Other lists of recommended international
nonpraprictary names can be found in Chron.

4'-[[2- (diethylamino}ethyl]carhamoyl Jacetanilide
C1sH2aNz02

3-{N-ethylacetamida)-2,4,6-triicdohydrocinnamic acid
C1aH14laNOQa

N-{N-acetyl-L- §-aspartyl) -L-glutamic acid
C11H1sNz0s

DL-alanine p-chloro-a, a-dimethylphenethyl ester
CizH1sCIND2

N-(3-methoxy-3,3-diphenylpropyl) aliylamine
CisH2aNO

{1R.2R.3R)-3-hydroxy-2-[(£)-{35)-3-hydroxy-1-octenyl]-5-axocycle-
pentaneheptanoic acid
C20H2405

decyl{2-hydroxyethyl)dimethylammonium bromide 1-adamantanecarboxylate
Ca25H4eBrNO2

6-[2-[2-B-(6-ethyl-3,6-dihydro-5-methyl-2H-pyran-2-yl}-3-methyl-1,4-
hexadienyl]-3-methylcyelopropyl]vinyl]tetrahydre-4,5-dihydroxy-
2H-pyran-2-acetic acid

Cz2sH420s6

{2-amino-3-henzoylphenyl}acetic acid
CisH1aNQ3

B-amino(3.4’-bipyridin}-6{1 H) -cne
CioHeNa0D

an active principle obtained from the venom of the Malayan
pit-viper Agkistrodan rhedostoma, acting specifically on fibrinogen

ethyl 7-chlora-2.3,4,5-tetrahydro-4-oxa-5-phenyl-14-1,5-benzodiazepine-
1-carboxylate
C1aH17CIN20=

Wid Hith Org., 1955, 9, 185; WHQ Chronicie,
1939, 13, 106, 463; 1962, 16, 101; 1965, 19, 165,
206, 249, 1966, 20, 411; 1967, 21, 53B, 1968,
22, 463, 1969, 23, 490; 1970, 24, 516; 1971, 25,
474; 1972, 26, 476; 1973, 27, 453; Supplements

to WHQ Chronicle, 1974, Val, 28, No. 10; 1575
Vol, 29, No, 10; 1976, Vel. 30, No. 10; 1977
Vaol. 31, No. 10,



Recommended International Chemical Name or Description and Molecufar Formufa
Nonpropeietary Name (Latin, English)

arprinocidum 9-(2-chloro-6-flucrobenzyl) adenine
arprinocid CizHoCIFNs
azanidazolum (£)-2-amino-4-[2-(1-methyl-5-nitroimidazol-2-yl) vinyi 1 pryimidine
azanidazole C1cH1oNeQz
arepexolum 2-amino-6-ethyl-5,6,7 8-tetrahydro-44-oxazola [4,5-¢ Jazepine
azepexole CsHisN30
befunelalum 7-[2-hydroxy-3-(isopropylamino) propoxy]-2-benzofuranyl methyl ketene
betunolol CieHz1NQOa
berythromycinum erythromycin B ; 12-deoxyerythromycin
berythromycin CazHe?NQ1z
helacarotenum 8,B-carotene or {alf-£)-3,7,12,16-tetramethyl-1,18-bis(2,6,6-trimethyl-1-
betacarotene gyclohexen-1-y[)-1,3,6,7,9,11,13,15,17-octadecancnaene
CacHse
bicozamycinum bicyclomycin or (1A *,65")-6-hydroxy-5-methylene-1-[{1A",2R *)-1,2,3-
bicozamycin trihydroxy-2-methylprapyl ] -2-oxa-7,9-diazabicyclo [4.2.2 1decane-8,10-dione
C12H1eN207
bithionolum 2,2'-thiobis!{4,6-dichlorophenol)
bithionol C12H&Cla028
bufezolacum 1-isobutyl-3,4-diphenylpyrazole-5-acetic acid
bufezolac Cz1H22N202
butacainum 3-dibutylaminopropyl p-amincbenzoate
butacaine C1sH3oN202
butafostanum [1-{butylamino}-1-methylethyl Jphosphinic acid
butafosfan C7H1aNO2P
butalaminum §-[[2-(dibutylamino)ethyl]Jamino}-3-phenyi-1,2,4-
butalamire oxadiazole
CisMH2aN4Q
butamiratum 2-[2-{diethylamina)ethoxy]ethyl 2-phenylbutyrate
butamirate C1aH29NOa
butocrololum 9- [3- (tert-butylamino) - 2-hydraxypropoxy ] -4-hydroxy-7-methyl-5H-fura-
butocrolol [3,2-g111 1benzopyran-5-one
C1aH23NQs
calcitricium (5Z,7£}-9,10-secocholesta-5,7,10(19) -triene-14a,38,25-1triol
caleitriol Cz7H2202
captoprilum 1-[{28)-3-mercapto-2-methylpropionyl]- L-proline
captopril CsH1sNDaS
carbomycinum an antibiotic obtained from cultures of Streptomyces halstadii, or the same
carbomycin substance produced by any other means
carburazepamum 7-chlaro-1,2,3,5-tetrahydro-1-methyl-2-oxo-§-phenyl-4H-1,4-
carburazepam benzodiazepine-4-carboxamide
Ci7HyeCIN3O2
carfentanilum methyl 1-phenethyl-4- (M-phenylpropicnamide)isonipecotate
carfentanil CzsH3aN203
cefazedonum (BR,7R)-7-[2-(3.,5-dichlora-4-oxo-1(4H)-pyridyl)acetamido] -3- [[(B-
cefazedone methyl-1,3,4-thiadiazol-2-yljthio] methyl] -8-ox0-5-thia-1-azabicyclo [4.2.0] -

oct-2-ene-2-carboxylic acid
C1eH1sClzN=0s8a



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description_and Molecular Formula

cefmetazolum
cefmetazole

ceforanidum
ceforanide

cefsulodinum
cetsulodin

celsumidum
cefsumide

cetabenum
cetaben

cetocyclinum
cetocycline

cideferronum
cideferron

cinecromenum
cinecromen

cinparizini clofibras
cinnarizine clotibrate

ciprocinonidum

ciprocinonide

ciproquazanum

ciproguazone

ciramadolum
ciramadol

cirazolinum
cirazoline

cisplatinum
cisplatin

citiolonum
citiolone

clidanacum
clidanac

climbazolum
climbazole

clinofibratum
clinofibrate

clioquinclum
clieguinol

coumafosum
coumafos

(6R,78)-7-[2- [(cyanomethyljthioJacetamida]-7-methoxy-3- [ [(1-methyl-
1H-tetrazol-5yl)thioJmethyl]-8-ox0-5-thia-1-azabicyclo [4.2.0]oct-2-ene-2-
carboxylic acid

CisH17N70s53

(6R,7R)-7-[2- (ac-amino-o-tolyl)acetamido]-3- [ [ [1- (carbaxymethyl) -1 H-
tetrazol-5-yl]thio]methyl]-B-oxo-5-thia-1-azabicyclo[4.2.0)oct-2-ene-
2-carboxylic acid

Cz2o0Mz1N7068:2

4-carbamoyl-1-[[(6R,7A)-2-carboxy-8-ox0-7~[{2R)-2-phenyl-2-suifo-
acetamido ]-5-thia-1-azabicyclo [4.2.0 ] oct-2-en-3-yl Jmethyl ipyridinium
hydroxide, inner salt

C22H20N408Sz

(6R.7R)-7-[(2R)-2-amina-2-(m-methanesulfonamidophenyl)acetamida ] -
3-methyl-8-oxo-b-thia-1-azabicyclo[4.2.0 Joct-2-ene-2-carboxylic acid
C17H20N40Q6S2

p-hexadecylamino)benzoic acid
Cz2aHasNO2

2-acetyl-4a-amino-4a8,12a-dihydre-3,10,11,1 2a8-tetrahydroxy-6,9-dimethyl-
1,12{4H 5H)-naphthacenedione
C22H24NQO~7

macromolecular complex of ferric hydroxide with dextrin and citric acid

3,4,5-trimethoxycinnamic acid ester with 3-(2-hydroxy-3-morpholinepropyl} -
4-methyl-7-{4-morphalinecarbaxamido)coumarin
Cz4H41NaO10

2-{p-chiorophenoxy)-2-methylpropionic acid compound with (£}-1-cinnamyl-
4-{diphenylmethyl) piperazine (1:1)
C26HzeN2-C1oH11Cl0a or CasHaaCIN20Qa

62, 9-difluoro-11£,164,17,21 -tetrahydroxypregna-1,4-diene-3,20-dione cyclic
16,17-acetal with acetone, 21-cyclopropanecarboxylate
C28H34F207

1-{cyclopropylmethyl}-6-methoxy-4-phenyl-2(14)-quinazalinone
CisH1eN202

(-3-(18%2R"}-2-[{A*}-a- (dimethylamina)-m-hydroxybenzyl]cyclohexanal
CisHz2aNQ2

2-[(o-cyclopropylphenoxy)methyl ]-2-imidazoline
CizHisN20

cis-diamminedichloroplatinum
ClzHeNzPt

#-(tetrahydro-2-oxe-3-thienyl) acetamide
CeHsNO28

6-chloro-5-cyciahexyl-1-indancarbaxylic acid
C1sH13CIO2z

1-(p-chlorophenoxy)-1-imidazol-1-y1-3,3-dimethyl-2-butanone
CisH17CIN20O2

2,2'- [cyelohexylidenebis{(p-phenyleneoxy) ] bis [2-methylbutyric acid]
Cz2aH3s06

5-chioro-7-ioda-B-quinolinol
CaHsCIING

0-3-chloro-4-methyl-7-coumarinyl 0. O-diethy! phosphorothioate
C14H16CIQOsPS



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formula

cyamemazinum
cyamemazine

cyclopentolatum
cyciopentalate

dazolicinum
dazolicing

deflazacortum
deflazacort

depraminum
depramine

desogestrelum
desogestrel

diciofurimum
diciofurime

diethazinum
diethazine

diprobutinum
diprobutine

dithranolum
dithranol

dosulepinum
dosulepin

dupracetamum
dupracetam

endralazinum
endralazine

eniclobratum
eniclobrate

ethchlorvynoium
ethchlorvynol

etofyllini clofibras
etofylline clofibrate

febantetum
febantel

flucindolum
flucindole

fludalaninum
fiudalanine

flumecinolum
flumecinol

flurocitabinum
fiurocitabine

fluzeperinum
tluzoperine

4

10-[3-(dimethylamine)-2-methylpropyl] phenothiazine-2-carbonitrile
C1aH21NaS

2- (dimethylamino}ethyl 1-hydroxy-c-phenyleyclopentaneacetate
C17Hzs5N0O3

8-chloro-3.4,5,6-tetrahydro-6- [(1-isopropyl-2-imidazolin-2-yl)methyl 1-
2H-1,6-benzothiazocine
C17Hz24CINzS

118.21-dihydroxy-2'-methyl-5'8H-pregna-1,4-dieno [17,16-dJoxazole-
3,20-dione 21-acetate
Ca2sHz1NQs

5-[3-{dimethylamino) propyl]-5H-dibenz [4.f ]azepine
CioH2zN2

13-ethyl-11-methylene-18,19-dinor-17e-pregn-4-en-20-yn-17-ol
C22Ha00

2,3-dichloro-4-methoxyphenyl 2-furyl ketone (£)-0- [2- (diethylamino}-
ethylloxime
C1aH22C[2N203

10-{2-diethylaminoethyl) phenothiazine
CiaHz2:NzS

1,1-dipropylbutylamine
CioHzaN

1,8,9-anthratriol
C1aH10032

N.N-dimethyldibenz [be]thiepin-4116H)y_prapylamine
CiaHz1NS

1,2-bis[{2-ox0-1-pyrrolidinyl) acetyl ] hydrazine
Cs2H18N404

6-benzoyl-3-hydrazina-5,6,7,8-tetrahydropyride [4,3-c] pyridazine
C1aHisNsO

3-pyridylmethyl {1 }-2- [[a-{p-chiorophenyl) -p-talyl]Joxy]-2-methylbutyrate
CzaH2aCINCGa

1-chloro-3-ethyl-1-penten-4-yn-3-ol
C2HsCIO

2-(p-chiorophenoxy)-2-methylpropionic acid ester with 7-(2-hydraxyethyl)-
theaphylline
C1aH21CIN4Os

dimethyl [[2-(2-methoxyacetamido)-4- (phenylthic) phenyl Jimidocarbonyl ] -
dicarbarmate
C20H22N40sS

3-{dimethylamino) -6,8-difluora-1,2,3,4-tetrahydrocarbazole
CiaH1sFzN2

3-fluoro-b-alanine-2-o
CaHsDFNQ2

a-ethyl-3-(trifluarcmethyl) benzhydrol
CisH1sFa0

(2R,3R.328 9aR)-7-fluoro-2,3,3 ¢, 9a-tetrahydro-3-hydroxy-B-imina-6H-furo-
[27,3": 4,5 ]oxazolo[3,2- a]pyrimidine- 2-methanol
CoHicFN3Q4

5. [2-{diethylamina}ethyl]-4-(p-fluoropheny!)-4-oxazolin-2-ana
CisH1aFN202



Recommended International
Nenproprictary Name {Latin, English)

Chemical Name or Description and Molecular Formula

fomocainum
fomocaine

fuprazolum
fuprazole

gallopamilum
gallopamil

gepefrinum
gepefrine

glucagonum
glucagan

guafecainolum
guatecainol

guanaclinum
guanacline

halepemidum
halopemide

haloxazolamum
haloxazclam

indobufenum
indobufen

iodochelesterolum (¥}
iodocholesteral (1)

iosulamidum
iosulamide
iprazochromum
iprazochrome
iprocrofolom
iprocrolol

isobutambenum
isobutamben

isofezolacum
isofezolac

lexofenacum
lexcfenac

lidofeninum
lidofenin

lobelinum
iobeline

lodexamidum
ladoxamide

lonidaminum
lonidamine

1- [3-[4- (phenoxymethyl) phenyl] propy! Imorpholine
CaoH2sNO2

3-[2-[{(4-cinnamyl-1-piperazinyl)methyl] - 1-benzimidazolyl]-1-(2-furyl) -1~
propanone
CzeHacNsQ2

5- [(3,4-dimethoxyphenethylymathylamine ]-2-isopropyl-2-{3.,4,5-trimethoxy-
phenyl)valeronitrile
C2aH40Nz0s

(+)-(8)-m-{2-aminopropyl) phenol
CaH1aNOQ

polypeptide consisting of 29 amino acid residues and having a minimum
molecular weight of 3842

1-[2-(diethylamino}ethoxy]-3-(o-methoxyphenoxy) -2-propanol
CisH27NQ4

[2-(3,6-dihydro-4-methyl-1(2H)-pyridyl}ethyl]guanidine
CoHisNa

N-{2-[4-(5-chloro-2-oxo-1-benzimidazolinyl) pipendino]ethyt]-p-fluoro-
benzamide
Ca1H22CIFNaO2

18-bromo-11b-(o-fluoropheny!)-2,3,7,11b-tettahydrooxazolo [3,2-01(1,4 ]-
benzodiazepin-6(54)-ane

C17H14BrENz02
{+)-2-[p-{1-oxo-2-isoindolinyl) phenyl ] butyric acid
CieH17NCa

19-iodo-13"/chelest-5-en-34-ol

Ca7Ha4s1370

3,3~ [sulfonylbis(ethylenecarbonylimino) 1bis [9- (/V-ethylacetamida}-2.4.6-
triiodobenzoic acid ]
CzeHzelsN20105

3-hydroxy-1-isopropyl-5,6-indolinedione 5-semicarbazone
C12H1sN403

4-hydroxy-9- [2-hydroxy-3- (isopropylamino} propaxy]-7-methyl-5H-
fure[3,2-g][1]benzopyran-5-ane
CieHa1NOs

isobutyl p-aminobenzoate
C11H1sNO2

1,3.4-triphenylpyrazole-5-acetic acid
Cz2aH1aN202

[e-(3-ox0-1-cyclohexen-1-yl)phenyl]acetic acid
C14H1403

[[(2,6-xylylcarbamoyl) methyllimino]diacetic acid
C1sH1aN20s

2-[6-{B-hydroxyphensthyl)-1-methyl-2-piperidylJacetophenone
C22H27NDOz

N.N-(2-chloro-5-cyana-m-phenylene)dioxamic acid
C11HeCIN20e

1-(2,4-dichlorobenzyl)-1H-indazole-3-carboxylic acid
CisH1oCizN202



Recommended International Chemical Name or Description and Molecular Formula
Nonproprietary Name (Latin, English)

lorcainidum 4’_chloro-N-{1-isopropyl-4-piperidyl) - 2-phenylacetanilide
lorcainide C22H27CIN=20
lormetazepamum 7-chloro-5- (o-chlorophenyl}-1,3-dihydro-3-hydroxy-1 -methyl-24-1,4-
lormetazepam benzodiazepin-2-one

C1sH12C[2N=z02
mafenidum a-amino-p-toluenesulfonamide
mafenide CrH1oN2025
mannitoli hexanitras hexanitrate of 0-mannito!
mannitol hexanitrate CsHsNs0O1a
meglutolum 3-hydroxy-3-methylglutaric acid
meglutol CeH100s
meobentinum 1-(p-methoxybenzyl)-2,3-dimethylguanidine
meobentline C11H17N30
meproscillarinum 38-[(6-deaxy-4-0-methyl- a- L-mannopyranosyl) oxy 1-14 -hydrexybufa-
meproscillarin 4,20,22-trienoclide

Car1H4406e
metazidum isonicatinic acid 2,2"-methylenedihydrazide
metazide C1aH14Ns02
metazocinum 2/-hydroxy-2,5,9-trimethyi-8,7 -benzomorphan or 1,2,3,4,5,6-hexahydro-3,86,
metazocine 11 -trimethyl-2,6-methano-3-benzazacin-8-ol

Ci1sHz21NO
metipranclolum 1-(4-hydroxy-2,3,5-trimethylphenoxy) -3- (isopropylamino} - 2-propano!
metipranolol 4-acetate

C17H27NO«
minaprinum 4-[2- [(4-methyl-B- phenyl-3-pyridazinyl)aminojethylImarpholine
minaprine Ci7H22N<0
minaxolonum 11 a- (dimethylamina) - 28-ethoxy-3e-hydroxy-5a-pregnan-20-one
minaxolone C25H43NQs
mindoperonum 4 -fluora-4- [4-(6-methoxy-2-methylindol-3-yl) piperidino Jbutyrophenone
mindoperone CzsHzsFN202
misonidazolum a- {methoxymethyl) -2-nitroimidazole-1-ethanol
misonidazole CrH11NaOs
mociprazinum a- [[{1-ethynylcyclohexyl)oxy Imethyl ]-4-{o-methoxyphenyl)-1-piperazine
mociprazine ethanol

Cz22H3aNz203
monalazonum dinatricum p- (chlorosulfamoyl)benzoic acid disodium salt
monalazone disodium C7HaCINNaz20.3
mopidameolum 2,2¢,2”,2*_[(4-pipendinopyrimido [5,4-d] pyrimidine-2.6-diyl)dinitzilo } -
mopidamoi tetragthano!

CigHz1N704
motretinidum {ali-E)-N-ethyl-9- (4-methoxy-2,3,6-trimethy|phenyl}-3,7-dimethyl-2,4,6,8-
motretinide nonatetraenamide

CzaHa1NOQ:z
moxazocinum {-)-(2R,68,11A)-3-{cyclopropylmethyl)-1,2,3,4,5,6-hexahydro-11-methoxy-
moxazocine 6-methyl-2,6-methano-3-benzazocin-B-of

CieHasNQ:2
naletolclum 1-(terz-butylamino)-3- [(1,2,3.4-tetrahydro-8-hydroxy-1.4-ethanonaphthalen-
nafetclol 5-yl)oxy]}-2-propanol

C1aH2aNQOz
nebidrazinum 2.6-dichlorobenzaldehyde (4-amino-44-1,2,4-triazal-3-y)hydrazone
nebidrazine CsHeClzNs

6



Recommended {nternational Chemical Name or Description and Molecular Formufa

Nonproprietary Name (Latin, English)

neomycinum
neomycin

niludipinum
niludipine

nisbuterolum
nisbuterol

nordazepamum
nordazepam

norietimolum
norletimol

noscapinum
noscapine

nufenoxolum
nufenoxole

orpanoxinum
orpanoxin

atilonii bromidum
otilonium bromide
oxarbazolum
oxarbazole

oxatomidum
oxatomide

oxdralazinum
oxdralazine

axitriptanum
oxitriptan

parconzzolum
parconazole

pareptidum
pareptide

pargeverinum
pargeverine
paroxetinum
paroxetine
pentafluranolum
pentafluranol
pentostatinum

fentostatin

phanguinonum
phanquinone

an antibiotic obtained from cultures of Streptomyces fradiae, or the same
substance produced by any other means

bis(2-propoxyethyl) 1,4-dihydro-2,6-dimethyl-4-{m-nitrophenyl)-3,5-
pyridinedicarboxylate
C25H34N20s

{-k)-a- [(tert-butylamina) methyl ]-3,4-dihydroxybenzyl alcohol 3-acetate
4-p-anisate
C22H27NQs

7-chloro-1,3-dihydro-5-phenyl-2H-1,4-benzodiazepin-2-one
CisH11CIN20

o-(N-benzylformimidoyl}phenol
C1aH13NO

5-(6,7-dimethoxyphthalidyl}-5,8,7, 8-tetrahydro-4-methaxy-6-methyl-1,3-
dioxolo[4,5,-g)isoquinoline
C2zHzaNQO7

2-[3-{5-methyl-1,3,4-0xadiazol-2-yl) - 3,3-diphenylpropyl] -2-azabicyclo-
{2.2.2]octane
CzsH20Na20

5-{p-chlotophenyl}-2-furanhydracrylic acid
C13H11ClQOa

diethy!(2-hydroxyethyl)methylammonium bromide p- [a-{octyloxy)-
benzamido ]benzoate
CaoHaaBrN204

9-benzoyl-1,2,3.4-tetrahydro-6-methoxycarbazole-3-carboxylic acid
Cz1H1aNO4

1-[3- [4-(diphenylmethyl)-1-piperazinyl ] propyl]-2-benzimidazolinone
Ca7HaoN40Q

2,2'-[(6-hydrazino-3-pyridazinyl)imino Jdiethanal
CeH1sNsQOz

§-hydroxy-L-tryptophan
C11H12N20a3

cis-1-[12-{2.4-dichlorophenyl)-4- [(2-propynyloxy)methyl]-1,3-dioxolan-
2-yllmethyl]imidazale
C17H18CI12N203

N-[D-1-[(carbamoyimethyl)carbamoy(]-3-methylbutyl ]-A-methyl-L-2-
pyrrolidinecarboxamide
CraHz26Na0a

2- (dimethylamino) ethyl diphenyl(Z-propynyloxy)acetate
C21H2aNQOa

(~=}-trans-4-(p-fluorophenyl)-3-[ [3.4-{methylenedioxy)phenoxy Jmethy!]-
piperidine
CisH20FNQ3

4,4'-[(1R,25)-1-methyl-2-(2,2,2 trifluoroethyl}ethylene Jhis(2-fluoraphenal)
Ci7H15Fs02

(R)-3-(2-deoxy- B-D-erythro-pentofuranosyl) - 3,6,7,8-tetrahydroimidaze-
[4,5-d][1,3]diazepin-8-ol
C11H15N40a

4,7-phenanthroling-5,6-dione
C12HsN202z



Recommended International Chemical Name or Description and Molecular Formula

Neanpropristary Name (Latin, English)

phendimetrazinum (+)-3.4-dimethyl-2-phanylmorpholine
phendimetrazine C1zH12NO
phenmetrazinum 3-methyl-2-phenylmorpholine
phenmetrazine C11H1sNO
piperaciilinum (2S,5R.6A)-6-[{R)-2- (4-ethyl-2,3-dioxo-1 -piperazinecarbaxamido)-
piperacillin 2-phenylacetamido] -3,3-dimethyl-7-oxo-4-thia-1-azabicyclo [3.2.0]-
heptane-2-carboxylic acid
C23H27Ns07S
pipofezinum 5-methyl-3- (4-methyl-1 -piperazinyl}-5H-pyridazino [3.4-#1[1.4]benzoxazine
pipolezine CisH1sNsO
pirolatum ethyl 3,4-d'|hydro-?,a-dimethoxy-4-uxopyrimida [4,5-b1quinoline-
pirolate 2-carboxylate
CisH1sN30Os
plafibridum 1-[2-(p-chlorophenoxy) -2-methylpropionyl]-3- {morphelinomethyljurea
plafibride Ci1aH22CINaDa
pranoprofenum a-methyl-54-[1 1benzapyrano{2,3-5] pyridine-7-acetic acid
pranaprofen CisH13NO3
prasteronum 38-hydroxyandrost-5-en-17-ona
prasterone CiaHz2e02
prenalterolum (~)-(&)-1 —{p-hydroxyphenoxy)—3-(isopropy[amino)-2-pr0pano1
prenalterci C1zH19NO3
procinonidum 6a,9-difluoro-116,162,17.2% -tetrahydroxypregna-1 J4-diene-3,20-dione cyclic
procinonide 16,17 -acetal with acetone, 21-propionate
Cz7H34F207
promeagestonum 17 e-methyl-1 7-propianylesira-4,9-dien-3-cne
promegestone Ca2H3002
protiofatum dipropyl 3.4-d|hydroxy-2,5-thiophenedicarboxvlate
C1zH1e06eS

protiofate

proxicromifum
proxicromil

pyrrocainum
pyrracaine

racemetirasinum

racemetirasine
ramnodiginum
ramnodigin

razinodilum
razinodil

rimexolonum
rimexolone

rolipramum
rolipram

secoverinum
secoverine

secretinum
secretin

6,7,8,9-tetrahydro-5-hydroxy-4-oxo-10-pro pyl-4H-naphtho 12.3-b]pyran-2-
carboxylic acid
Ci7H1a0s

1-pytrolidineaceto-2°,6'-xylidide
CisH20N20

{+)-a-methyl-DL-tyrosine
CioH13aNO3

14-hydroxy-38-[(2.3,6-trideoxy- o- L-erythro-hexopyranosyl) oxy]-5g-card-
20(22)-enohde
CzaH440s

3,4,5-trimethoxybenzoic acid ester with 3-(?_-hydroxy-S-morpholinoprop‘r’ﬂ‘
6.7.8-trimethoxy-1,2,3-benzotriazin-4 (34} -one
C27HaaNaO1w0

11 B-hydroxy-16a,17 a-dimethyl-1 7-propionylandrosta-1 J4-dien-3-cne
CzaH3403

4-[3- (cyclopentyloxy) - 4-methoxyphenyl ]-2- pyrrelidinone
C1sH21NO3

1-cyclohexyl-4- [ethy!(po-methoxy- z-methyiphenethyl)amina]-1-butanoné
C22H3sNOz

hormone of the duodenal mucosa which activates the pancreatic Secretion
and lowers the blood sugar level



Recommended International
Nonproprietary Name (Latin, English}

Chemical Name or Description and Molecular Formula

selegilinum
selegiline

sinefunginum
sinefungin

spiramidum
spiramide

strinolinum
strinoline

sulfatroxazolum
sutfatroxazole

talopramum
talopram

terbucromilum
ierbucromil

terfiuranolum
terfluranol

thiaminum
thiamine

thyrotrophinum
thyrotrophin

tienopraminum
tienopramine

tiocxaprofenum
tioxaprofen

tioxidazolum
tioxidazole

tiratricolum
tiratricol

tixocortolum
tixocortol

tocofencxatum
locofenoxate
fopteronum
topterone

trepibutorium
trepibutone

trepipamum
frepipam

frimipraminum
Himiprarnine
trizoximum
{rizoxime

valdipromidum
valdipromide

(A}-(-)-N.a-dimethyl-N-2-propynylphenethylamine
CraHizN

6,9-diamino-1-{6-amino-94-purin-9-yl}-1 .5,6,7.8,9-hexadeoxy-f8-b-ribo-

decofuranuronic acid
C1sH23N70s

8- [3- (4-fluorophenoxy)prapyl]-1-phenyl-1 .3.8-triazaspirc [4.5]decan-4-ane

CazHzeFN302

as-triazina [5,6-¢]quinoline
CioHeN4

N1-(4,6-dimethyl-3-isexazolyl) sulfanilamide
C11H13Nz028

N.3,3-trimethyi-1-phenyl-1-phthalanpropylamine
CzoH2sNO

B,8-di-tert-butyl-4-oxo-4H-1 -benzopyran-2-carboxylic acid
CisHzz04

4.4'-T(1R.25)1 -methyl—2-{2,2,2-tr|fluoroethyl)ethyfene]dipheno?
Ci7H17F302

3-[{4-amino-2-methyl-5-pyrimidinyl) methyl]-5- (2-hydroxysthyl)-4-
methylthiazolium chloride
C1z2H17CIN4QS

thyrotrophic hormone
4- [3-{dimethylamine)propyl -4 4-thieno [3.2-51[1 lbenzazepine
C17H20N25

2-[[4,5-bis(p-ch|or0phenyl)~2-oxazolyl]thio]propionic acid
C1eH13Cl2aNOaS

methyl 6-propoxy-2-benzothiazolecarbamate
CizH14N203S

[4-(4-hydroxy-3-iodaphenoxy) -3,5-diiodophenyl]acetic acid
C14Hsl304

118,17 -dihydroxy-21-mercaptopregn-4-ene-3,20-dione
C21H30045

afl-rac-2,5,7 B-tetramethyi-2-{4,8,12-trim ethyltridecy!)-6-chromany
(p-chloraphenoxy)acetate
Ca7Hss G104

178-hydroxy-17-propylandrast-d-en-3-one
Cz2zHz402 .

3-(2,4,5-triethoxybenzoyl) propionic acid
CisHz220s¢

(+)-2.3,4,5-tetrahydro-~7,8-dimeth oxy-3-methyl-1-phenyl-14-3-benzazepine

C19H2aNQ2

5- [3-(dimethylamino-)2-methy|prupyl]-1 0,11 -dihydro-5H-dibenz[4 f] -

azepine
Ca2zHzsN2

5-benzyl-4,5-dihydro-4-ox0-14-1,2,5-benzotriaze pine-3-carboxamidoxime

C1sH1sNs02

2,2-dipropylvaleramide
C11HzaNO



Recommended International
Nonproprietary Name (Latin, English}

Chemical Neme or Description and Molecular Formula

valpromidum
valpromide

vinformidum
vinformide

zidometacinum
zidometacin

Zinterolum
zintero!

zoloperenum
zoloperone

zopiclonum
zopiclone

zarubicinum
zorubicin

10

2-propylvaleramide
CaH17NO

MN-demethyl-N-formylleurasine
CasHeaNaO1o

1-(p-azidocbenzoyl) -5-methoxy-2-methylindole- 3-acetic acid
CiaH16Na04

5-[2-[(a,a-dimethylphenethyl)amino}-1 -hydroxyethy! }-2"-hydroxymethane-
sulfonanilide
CieH26N2045

4-{p-tluoropheny!)-5- [2-[4- (o-methoxyphenyl)-1 -piperazinyljethyl]-4-
oxazolin-2-one
C22H24FNa02

4-methyl-1-piperazinecarboxylic acid ester with 6-(5-chlaro-2-pyridyl}-6,7-
dihydro-7-hydraxy-54-pyrrolo [3.4-b]pyrazin-5-one
C17H17CIN6Q3

benzoic acid hydrazide, 3-hydrazone with daunorubicin
C34HasNaO10



AMENDMENTS
TO PREVIOUS LISTS

VYol. 23, No. 10

Recommended International Nonproprietary Names (Rec. INN): List 9

p. 482 clanidinum Repface chemical name by the following:
clenidine 2-[(2,6-dichlorophenyl)imino}imidazolidine
Vol. 24, No. 11

Recommended International Nonproprietary Names (Rec. INN): List 10

p. 52B colestipolum Replace the description by copolymer of diethylenetriamine and {-chloro-
colestipol 2,3-epoxypropane

Vol. 25, No. 10

Recommended International Nonproprietary Names (Rec. INN): List 11
p. 480 minoxidilum Replace chemical name by the following:
minoxidil 2,4-diamina-B-piperidinopyrimidine 3-oxide

p. 481 penbutalolum Coamplete chemical name by preceeding it by (—)—
penbutolol

p. 483 delete the following entry
tofisolinum
tofisoline

Yol. 26, No. 10

Recommended International Nonproprietary Names (Rec. INN): List 12

p. 476 delste the following entry
acidum fenafibricum
fenofibric acid

Supplement to Vol. 28, No. 10

Recommended International Nonproprietary Names (Rec. INN): List 15

p. 3 dextranomerum Replace chemical name by the following : dextran 2,3-dihydroxypropyl
dextranomer 2-hydroxy-1,3-propanediyl ether
p.7 delete
polidexidum
poiidexide
insert
polidexidi sulfas dextran 2-(diethylamino}ethyl 2- [[2-(diethylamino)ethyl]diethylammonio]-
pclidexide sulfate ethyl ether sulfate, epichlorohydrin crosslinked
p. 8 razoxanum Replace chemical name by the foliowmng .
razoxene {£)-4,4’-propylenedi-2,6-piperazinedione
p. 8  tinofedrinum Replace chemical name by the following:
tincfedrine (+)-(R)-a-[{S)-1-[{3.3-di-3-thienylallyl)amina]ethyl] benzy! alcaho!

11
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Reprinied from

Chronicle of the World Healitr Crganization, 1955, 9, 185-194

International Non-Proprietary Names

In accordance with paragraph 7 of the Procedure for the Selection of Recommended International
Non-Proprietary Names for Pharmaceutical Preparations,’ notice is hereby given that the following are
selected as recommended iniernational non-proprietary names.

The inclusion of a name in this list does not imply any recommendation for the use ol the substance

in medicine or pharmacy.

RECOMMENDED INTERNATIONAL NON-PROPRIETARY NAMES (Rec. LN.N.}: nisT 1

Recommended International
Non-Proprietary Name
(Latin, English]

acebrocholum
acebrochol
acetaminasalolum
acetaminosalol

acidum aminoaceticum
amino-acetic acid
acidum dehydrocholicum
dehydrochelic acid
acidum gentisicum
gentisic acid

acidum glutamicum
glutamic acid

acidum iopanoicum
iopancic acid
acrifiavinii chloridum
acriflavinium chloride
aethacridinum
ethacridine
acthinvloestradiclum
ethinvloestradiol
aethoxazorutosidum
ethoxazorutoside
alcoholum benzylicum
benzyl alcohol
aldesulfonum natricum
aldesulfone sodium
allobarbitalum
allobarbital
allocupreidum natricum
allocupreide sodium

allomethadionum
allomethadione

' See Of. Rec. Wid Hhh Org., 1855, 60, £5.

Chemical Name ar Description
acetodibromodihydrochelesteral
acetyl-4-aminophenyl salicylate

amino-acetic acid, glycocoll -

S-hydroxysalicylic acid

glutamic acid

3.(3-amino-2, 4, 6-trilodophenyl)-2-ethylpropanoic acid

mixture of the hydrochlorides of 3,6-diamino-10-methylacridinium
chloride and 3,6-diammino-acridine

2-ethoxy-6,9-diaminoacridine

17-ethinyl-3,17-dihydroxy-a-1,3,5-oestratriene

manomorpholylethylrutoside

phenylcarbinol .

disodium salt of 4,4’- diarunodiphenylsulfone formaldehydesulfo-
xylic acid
5,5-diallylbarbituric acid

sodium cuproallylthioureidobenzoate

3-allyl-5-methyloxazolidine-2,4-dione

185



Recommended fnternational
Now-Proprierary Narne
{Latin, English)

aminocaethylis nitras
aminoecthyl nitrate

aminothiazolum
amincthiazale

amodiaquini hydrochloridum
amodiaguine hydrochloride

antazolini hydrochloridum

antazoline hydrochloride

aprobarbitalum
aprobarbital

aurothioglycanidum
aurothioglycamde

azamethonii bromidum
azamethonium bromide

bacitracinum
bacitracin

benethamini penucillinum
benethamine penicillin

benzalkonii chloridum
benzalkonium chloride

benzethonii chloridum
benzethonium chlonde

benzododecinium
benzododecinium

benzoestrolum
benzoestrol

benzpyrinii bromidum
benzpyrinium bromide

bibrocatholum
bibrocathol

camphotamidum
camphotamide

caramiphenii chloridum
caramiphenium chloride

carbromalum
carbromal

cetobemidonum
ketobemnidone

cetrimonium
cetrimonium

cetylpyridinii chloridum
cetylpyridiniom chloride

chloramphenicolum
chicramphenicol

chlorazodinum
chlorazodin

186

Chemical Name or Description

nitrate ester of aminoethanol

7-chloro-4~(3'-diethylaminomethyl-4-hydroxyaniline) guinoline

dihydrochloride dihydrate
2-N-benzylanilinomethylimidazoline hydrochloride
allylisoprapylbarbituric acid

auromercaptoacetanilide

3-methyl-3-azapentane-1,5-bis (ethyl-dimethyl-ammonium) bromide

benzylpenicillin salt of N-benzyl-8-phenylethylamine
mixture of alkylbenzyldimethylammonium chlorides
benzyldimethyl-p-{1,1,3,3-tetramethylbutyl)  phenoxyethoxyethyl-
ammonium chloride
dimethylbenzyldodecylammonium
3-ethyl-2,4-bus { p-hydroxyphenyl) hexane
1-benzyl-3-{dimethylcarbamyloxy) pyridinium bromide
bismuth derivative of tetrabromapyrocatechol
camphosulfonyl- N-methylpyridine- -diethyl-carbonamide
diethylaminoethyl-1-phenyleyclopentane-1-carboxylate hydrochlo-
ride
e-bromo-a-ethylbutyryhurea
o

4-m-hydroxyphenyl-1-methyl-4-propionoyl-piperidine

cetyltrimethylammonium

D(-)-thrzo-1-p-nitrophenyl-2-dichloroacetamido-1,3-propanediol

u,c’~azo-bis(chloroformamidine)



Recommended International
Non-Froprietary Namne
(Laun, Enplish)

chloroaphazinum
chloernaphazine

chloropyrilenit citras
chloropyrilenium citrate

chlorguinaldelum
chlorquinaldol

cinchocainii chlotidum
cinchocainium chloride

cinchophenum
cinchophen

cocarboxylasum
cocarboxylase

corticotrophinum
corticotrophin
eyanocobalaminum
cyanocebalamin

cyclobarbitalum
cyclobarbital

cyclopentaninum
cyclapentamine
cyclopropanum
cyclopropane
decamethonium
decamethonium
diaphenylsulfonum
diaphenylsulfone
dichlorophenarsini hydrochloridum
dichlorophenarsine hydrochloride
diethylcarbamazinum
diethylcarbamazine
digitoxosidum
digitcxoside
dihydrostreptomycinum
dihydrostreptomycin
dihydrotachysterolum
dihydrolachysterol
diiodohydroayquinolinum
diiodohy droxyquinoline
dumnenhydrinatum
dimenhydrinate

dimercaprolum
dimercaprol

dimethiodalum natricum
dimethiodal sedium

dimethyltubocurarini ¢hloridum
dimethyvliubocurarinium chlonde

Chemcal Name or Description
2.2'-dichloradiethyl-g-naphthylamine
N,N—dimethy]-N’-(E—pyridy])-N’-(S-chioro-l—thienyl) ethylenedia-
ming citrate

§,7-dichloro-8-hydroxy-2-methylguinoline

hydrochloride of the g-diethylaminpethylamide of 2-butyloxy-
cinchoninic acid

2-phenylquinoline-4-carboxylic acid

pyrophesphoric ester of thiamine

adrenocorticotrophic hormone

vitamin B,

5-{l-cyclohexenyl}-5-ethylbarbituric acid

N-a-dimethylcyclopentylethylamine

decamethylene-1, 10-mistrimethylammonium

4 4’-diaminodiphenylsul{one
3.amino-4-hydroxyphenyl dichlorarsine hydrochloride
1-diethylecarbamoyl-4-methy Ipiperazine

one of the heterosides of the leal of Digualis purpurea L.

8-hydroay-5,7-ditodoguincline
2-{diphenylmethoxy)- N, N-dimethylethylammonium 8-chiore-
theaphylimate

2,3-dimercaptopropanol

sodium diiodomethanesulfonate

187



Recommended International
Non-Proprietary Nanie
(Latin, Englizh}

dimoxylinii phosphas
dimoxylinium phosphale
diperodoni hydrochloridum
diperodon hydrochloride
diphenanum

diphenan

diphenhydramini hydrochloridum
diphenhydramine hydrochloride
diprophyllinum

diprophylline

disulfiramum

disulfiram

dixanthogenum

dixanthogen

doxylaminii succinas
doxylaminium succinate

eucatropinum
eucalropine

fumagillinum
fumagiilin

furtrethonil iodidum
furtrethonium iodide

glucosulfamidum
glucosulfamide

glucosulfonum
glucosullone

gonadotrophinum chorionicum
choricnic gonadotrophin

gonadotrophinum sericum
serum gonadotrophin

pramicidinum
gramicidin
heptaminolum
heptaminol

hexachlorophenum
hexachlorophene

hexamethanium
hexarnelhonium

hexabarbitalum
hexabarbital

hexaestroium
hexoestiol

hamatropini methylbromidum
homatropine methylbromide

hyaluronidasum
hyaluronidase

188

Chemical Name or Descriplion
6,7-dimethoxy-1-(4'ethoxy-3'-methoxybenzyl) 3-methylisoguinoli-
nium phosphate
3-(1-piperidyl)-1,2-propanediol dicarbanilate hydrochloride
4-benzylphenyl carbamate
B-benzhydry] 2-dimethylaminoethy] ether hydrochloride
dihydroxypropyltheophylline
tetraethylthiuram disulfide
diethyldixanthogen
2-[a-(2-dimethylaminoethoxy)-a-methylbenzyl] pyridine succinate
4-hydroxy-1,2,2,6-tetramethylpiperidine phenyl-glycollate
an antibiotic substance produced by certain strains of Aspergills
Jumigatus
furfuryltrimethylammonium iodide
glucase sodium bisulfite compound of sulfanilamidomethancl
p,p‘-diamInodiphenylsulfonc-_N,N’-di-(glucose sodium sulfonate)
contains the gonad-stimulating substance obtained from the urine

of pregnant women
contains the follicle-stimulating substance obtained from the serum

of pregnant mares ’
2-amina-6-methylheptan-6-ol
di-(2-hydroxy-3,5,6-trichlorophenyl} methane
hexamethylcnc-1,6-bistrimethylamm0niurr:1
3-(1-cyclohexenyl)-1,5-dimethyl-barhituric acid

3 4.di-(p-hydroxyphenyl) n-hexane

enzymes of various origins which depolymerize hyaluronic acid



Recammended International

Non-Proprietary Name
{Latun, English)

hydralazinum
hydralazine

hydrocodoni bitartras

hydrocodone bitartrate

hydromorpheni hydrochloridum
hydromorphone hydrochloride

hydroxyprocainum
hydroxyprocaine

hydroxypyridini tartras
hydroxypyridine tartrate

hydroxytetracainum
hydroxytetracaine

ibrotamidum
ibrotamide

1odetrylum
iodetryl

iodophthaleinum natricum

iodophthalein sodium
icdothiouracilum
jodothiouracil
iproniazidum
iproniazid
isomethadonum
isomethadone

isoprenalinum
isaprenaline
khellinum
khellin

Jevomethorphanum
levomethorphan

maleylsuifathiazolum
maleylsulfathiazole
medrylaminum
medrylamine

mephenesinum
mephenesin

mepyraminum
mepyramine
meralluridum
meralluride

merbrominum
merbromin

mercaptaminum
mercaptamine

mercaptomerinum
mercapiomerin

Chemical Name or Description

1-hydrazinophthalazine

dihydrocodeinone acid tartrate

dihydromorphinone hydrochloride

diethylaminoethanol 4-aminosalicylate

tartrate ester of 3-hydroxypyridine

2-dimethylaminoethanol 4-n-butylamino-salicylate

ethylisopropyl-a-bromacetamide

ethyl diiodostearate

disodium salt of tetraiodophenolphthalein

4-hydroxy-5-iodo-2-mercaptopyrimidine

1-isonicotinyl-2-isopropylhydrazide

6-dimethylamino-4,4-diphenyl-5-methyl-3-hexanone

1-(3',4’-dihydroxyphenyl)-2-isepropylamino-ethanol

5,8-dimethoxy-3-methyl-6,7-furano-chromone, extracted {rom the
fruits of Ammi visnaga (L.) Lam,

() 3-methoxy-N-methylmorphinan

maleyl-p-aminophenylsulfonamidothiazole

B-dimethylamincethyl-p-methoxybenzhydryl ether

-3

1,2-dihydroxy-3-(2"-methylphenoxy)-propane
N-p-methoxybenzyl-N ’,N’d]meihyl—N—2~pyrid}:jelhylenediamine
mixture of methoxyoxymercuripropyl-suecinylurea and theaphylline
disodium salt of 2,7-dibrome-4-hydroxy-mercurifluoresceine

g-mercaptoethylamine

disodium salt of N-(3-carboxymethylmercapto-mercuri-2-methoxy)-
prapyicamphoramic acid
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Recommended International

Non-Proprictary Name Chemical Name or Description
(Laun, English)
mercuderamidum hydrexymercuripropanolamide of o-carboxyphenoxyacetic acid
mercuderamide
metcurobutolum 4-teri-butyl-2-chloromercuriphenol
mercurabutol
mercuraphyllinum mixture ol the sodium salt of the B-methoxy-y-hydroaymercuri-
mercurophylline propylamide  of trimethyleyclopentanedicarboxylic acid  and
theophylline
metararminoli bitartras ()} 1-m-hydroxyphenyl-2-amino-I-propanal hydrogen {-+) tartrate
metaraminol bitartrate
methacholinii chloridum acetyl-f-methylcholinium chloride
methacholinium chloride
methandriolum 17a-methyl-38,178-dihydroxyandrostene-5
methandriol
methaphenilenum N, N-dimethyl- N-phenyl-N-(2-thienylmethyl) ethylenediamine
methaphenilene '
methapyrilenum N, N-dimethyl- N*-(2-pyridy[}- N'-(2-thienyl) ethylenediamine
methapyrilene
metharbitalum 5,5-diethyl-1-methyl barbituric acid
metharbital
methenaminii fetraiodidum hexamethylenetetraminium tetraiodide
methenaminium tetraiodide
methenaminem hexamethylenetetramine
methenamine
methestroli dipropionas 4,4'-(1,2-diethylethylene)di-a-cresol dipropionate
methestrol dipropionate .
methiodalum natricum sodium iodomethanesuifonate
methiodal sodium
methylbenzethanii chloridum benzyldimethyl-2-{2-(p-1,1,3,3-tetramethyl-butyl-cresoxy) ethoxy]
methylbenzethonium chloride ethylammonium chloride
methylergometrmii tartras D-lysergic acid 2-butanolamide tartrate
methylergometrinium tartrate
methylphenobarbitalum N-methyl-5-ethyl-5-phenylbarhituric acid
methylphenobarbital
methylrosanilinii chloridum crystal violet

methylrosaniiinium chloride

methylthionmii chloridum tetramethyithioninium chloride
methylthioninium chtoride

methylthiouracilum 4-methyl-2-thiouracil
methyfthiouracil

moncaethanolaminii oleas
manoethanolaminium oleate

nalorphinum M-allylnormorphine

nalorphine

naphazolinum 2-(]-paphthylmethyl) imidazoline
naphazoline
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Recommmended International
Non-Proprietary Name
(Laun, English}

natrii ascorbas
sodium ascorbate

natrii aurothiomalas
sodium aurothiomalaie
natru cyclamas
sodium cyclamale
natrii dehydrocholas
sadinm dehydrocholate
natrii gentisas

sodium gentisate
patrii morrhuas
sodium moerrhuate

natrii stibogluconas
sodium stibogluconate

natrii tetradecylis sulfas
sodium tetradecyl sulfate

nicopholinum
nicopholine
nitrosullathiazolum
nitrosulfathiazole

octamylaminum
oclamylamine

oxapropanii iodidom
oxapropanium Lodide
oxophenarsini hydrochloridum
oxophenarsine hydrochloride
oxycodoni hydrochloridum
pxycodone hydrochloride

oxydipentonii chloridum
oaydipentonium chloride

oxyphenonii bromidum
oxyphenonium bromide

oxytetracyclinum
axytetracycline
paramethadionum
paramethadicne

parethoxycainum
parcthoxycaine
paroxypropionum
paroxypropione
pentacrithrityli 1eiranitras
pentacrithrityl ietranitrate

pentamethenium
pentamerhonium
pentamidinum
pentamidine

Chemical Name or Description

mainly the sodium salt of aurothiomalic acid

sodium cyclohexylsulfamate

sodium S-hydroxysalicylate

the sodium salts of the fatty acids of cod-liver oil

sodium antimonylgluconate

sodium 7-ethyl-2-methylundecyl-4-sulfate

morpholine nicotinic acid amide
2-{p-nitrophenylsuifonamide) thiazole
fseamylaminomethylheptane
1-dimethylaminemethylene-2,3-dioxypropane jiodomethylate
3-amino-4-hydroxy-phenyl arsenoxide hydrochloride
dihydrohydroxycodeinone hydrochloride

5,5 -bis{trimethylammenium)dipentyl ether dichloride
Giethyl-2(-hydroxyethyl)methylammonium bromide a-phenyl-a-

cyclohexylglycolate
an antibiotic substance produced by the growth of Streptomyces

rimpsus, or the same substance produced by any other means
3,5-dimethy)-5-ethyloxazolidine-2,4-dione

diethylaminoethansl 4-ethoxybepzoate -

4-hydroxypropiophencne

pentamethylene-1,5-histrimethylammonium

p’-p’-diamidino-diphenoxy-pentane
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Recommended Internarional
NonPropriecary Name
(Latin, English)

pentobarbitalum
pentobarbital
phenacemidum
phenacemide
phenadoxonum
phenadoxone
phenicarbazidum
phenicarbazide
phenindaminum
phenindamine
pheniodolum natricum
pheniodol sodium
phenododecinium
phencdodecinium
phenothiazinum
phenothiazine
pheniolaminum
phentolamine
phenylbutazonum
phenylbutazone
pholcodinum
pholcodine
pholedrinii sulfas
pholedrinium sulfate
phthalylsulfathiazolum
phthalylsulfathiazole

piperocainii chloridum
piperocainium chloride

piperoxani hydrochloridum

piperoxan hydrochloride
piridocainum
piridecaine
pregnenolonum
pregnenalone
primaguinum
primaguine
probarbitalum natricum
probartital sodium
procainamidum
procainamide
procyelidinum
procyclidine

promethazini hydrochloridum
promethazine hydrochloride

propamidinum
propamidine
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Chemieal Name or Description

5-ethyl-5-(1-methylbutyl) barbituric acid

phenylacetylurea

6-morpholino-4,4-diphenylheptan-3-one
phenylsemicarbazide
2-methyl-9-phenyl-2,3,4,9-tetrahydro-1-pyridindene

sodium u-phenyl-g-{4-hydroxy-3,5-diiodophenyl) propionate

dodecyldimethyl-2-phenoxyethylammonium

2-(rm-hydroxy-N-p-tolylanilinomethyl)-2-imidazoline
3,5-dioxo-1,2-diphenyi-4-n-butylpyrazolidine
morpholinyletbyimorphine

B-{p-bydroxyphenyl) isopropylmethylammonium sulfate
(o-carboxybenzoyl)-p-aminaphenyl-sulfonamido-thiazola
3-benzoxy-1-(2-methylpiperidino) propane hydrochloride
2-(1-piperidylmethyl)1,4-benzodioxan hydrochloride
B-(2-piperidy]) ethy! p-aminobenzoate
3-hydroxy-20-keto-pregnene-5
8-(4-amino-1-methylbutylamino)-6-methoxyquinoline

sadium derivative of S-ethyl-S-fsapropylbarbituric z:cid
4-amino-(2-diethylaminoethyl) benzamide
I-phenyl-1-cyclohexyl-3-pyrrolidino-propan-1-ol hydrochloride
(dimethylamino-2"-methyl-2’ethyl)- N-dibenzoparathiazine  hydro-

chlonde
a,0-{4,4"-diamidinodiphenoay) propane



Recammended Internatienal
Non=Proprietary Name
{Latin, English)

propanthelini bromidum
propantheline bromide
propyliodonum
propyliodone
prepylthicuracilum
propvlthiouracil
propyphenazonum
propyphenazone
pyridoxinii chloridum
pyridoxinium chloride
pyrimethaminum
pyrimethamine
pyroxylinum
pyraxylin
racemethorphanum
racemethorphan

racemorphanum
racemorphan

rutesidum

rutoside

salacetamidum

salacetamide

salazosulfamidum
salazosullamide
salazosullathiazolum
salazosulfathiazole
sajicylamidum

salicylamide

solutio natrii chloridi composita
compound solution of sodium chloride

solutio natrii Jactatis composita
compound solution of sodium lactate

slearylsulfamidum
stearylsulfamide
stibamini glucosidum
stibamine glucoside
streptomycinum
streptomycin
subathizonum
subathizone
sulfacetamidum
sulfacetamide
sullfadimidinum
sulfadimidine

sulfisormdinum
sulfisomidine

Chemical Name or Description

B-difsopropylaminoethyl xanthene-9-carboxylate methylbromide

propyl-3,5-diiodo-4-pyridone acetate

2-mercapto-d-hydroxy-6-n-propylpyrimidine
1-phenyl-2,3-dimethyl-4-{sopropyl-5-pyrazolone
4,5-di{hydroxymethyl)-3-hydroxy-2-methyl-pyridinium chlaride

2,4-diamino-5-p-chlorophenyl-6-ethylpyrimidine

soluble guncotten
(4) 3-methoxy-N-methylmorphinan

(+4) 3-hydroxy-N-methylmorphinan

3-rhamnoglucoside of 5,7,3",4-tetrahydroxy-flavonol

N-acetylsahcylamide

p-sulfopamidophenylazosalicylic acid

p-aminophenylsulfonamidothiazole-azosalicylic acid

2-hydroxybenzamide
synonym : Ringer's solution
synonym : Ringer’s lactate solution

stearylsulfanilamide

N-glucoside of sodium 4-aminophenylstibondte

4-ethylsulfonylbenzaldehyde thiosemicarbazone

p-aminophenylsulfonacetamide
2-sulfamlamido-4,6-dimethylpyrimidine

2 4-dimethyl-6-sulfanilamidopyrnimidne

J



Recommended International
Men-Proprictary Name
(Latin, English)

sulfogaiacolum

sulfogaiaco!

suraminum natricum
suramin sodium

suxethonii chloridum
suxethonium chloride
thiacetarsamidum natricum
thiacetarsamide sodium
thiazosulfonum

thiazosulfone
thicacetazonum
thioacetazone

thiodiglycolum

thiodiglyeol

thonzylaminii chioridum
thonzylaminium chleride
tocamphylum

tocamphyl

tolazolinum

telazoline

trichloroethylenum
trichlorethylene
tribexyphenidyli hydrochloridum
trihexyphenidyl hydrochloride
trimethadionum
trimethadione

tripelennamini hydrochloridum
tripelennamine hydrochloride
tuaminoheptanum
tuaminoheptane

tubecurarini chloridum
tubocurarine chloride
tyrathricinum

tyrothricin

urethanum

urethane

vanyldisulfamidum
vanyldisuifamide

vinbarbitalum
vinbarbital

Chemical Name or Descriprion

potassium guaiacolsulfonate
symmetrical urea of the sadium salt of m-benzoyl-tr-amino-p-methyi-

benzoyl-I-aminonaphthalene 4,6,8-trisulfonic acid
bis-2-dimethylaminoethy]) succinate bisethochloride
disodium salt GFp-[bis-(carboxymethy]-mercapto}arsinu] benzam;ac
2,4’-diaminothiazolylphenylsulfone
4-acetamjdobenzaldehyde thiosenmicarbazone
2,2"-dihydroxyethyl sulfide
N,N-dimethy1-N’-{p»methoxybenzy])-N’-(2-pyrimidyl) cthyvlenedia-

mine hydrochloride

diethanolamine salt of tolylmethyl carbinol mono-D-camphoric
acid ester

2-benzylimidazoline

I-cyclohexy]-1-phenyl—S-piperidino-I—propa.no] hydrochloride

3,5,5-trimethyloxazolidine-z,tl-diorlc .

N-benzyl-N7, N’-dimeih}']—N-Z-pyridy]-cthy[enediamine hydra-
chloride

1-methylhexylamine

D-tubocurarine chlorde

ethyl carbamalte
4’-0.\}'-5'-methoxy-1-benzylidene-bis-(aminophenf{sulfonamide)

S-ethyI—S-(l-methyl-l-buteny]) barbituric acid

In accordance with paragraph § of the Procedure, and in the interest of public health, the Director-
General has requested 2 that these names be recogiized as the non-proprietary names for the substances in
question and that the necessary steps be taken (o prevent the acquisition of proprietary rights in the names,
mcluding prohibution of registration of the names as trade-marks or trade-pames.

FCrreular leiter C.L 13,1955, PE438/3, 25 April 1955
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32P22 Drug Product s R
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32P53 Validation of Analytical Procedures
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B FE KE BEEERE
Benagiano G, Primiero FM, Farris M. Clinical profile of contraceptive progestins. Eur J Contr Reprod Health Care
43.1
2004;9:182-193.
439 Bergink.EW, Hamburger AP, Jager E de, Vies J van der. Bin@ing ofa cc.)ntracepti\./e pr.ogestogen Org 2969 and its
e metabolites to receptor proteins and human sex hormone binding globulin. J Steroid Biochem 1981;14:175-83.
433 Bergipk EW, Meel F van, Turpijn EW, Vies J van der. Binding of progestagens to receptor proteins in MCF-7 cells. J
o Steroid Biochem 1983;19:1563-70.
434 Chan WY, Hill JC. Determination of menstrual prostaglandin levels in non-dysmenorrheic and dysmenorrheic subjects.
o Prostaglandins 1978, 15(2), 365-375.
Committee on Safety of Medicines (CSM). Carcinogenicity Tests of Oral Contraceptives. Her Majesty's Stationery
435
Office, London, 1972.
436 Coulston F, Stein AA, Serrone DM, Jacobson HI, Phelps AH, Peck HM. The effects of a mixture of mestranol and
ethynerone on the female monkey. Exp Mol Pathol 1979;30:279-302.
437 4Dlawood MY. Primary dysmenorrhea: advances in pathogenesis and management. Obstet Gynecol 2006, 108(2):428-
438 Da\fvood MY. Dy.smerhlo.rrhea.. In: Max MB, Portenoy RK, Laska EM, eds. Advances in pain research and therapy: the
e design of analgesic clinical trials. Volume 18. New York: Raven Press, 1991:429-43.
439 Dawood MY. Nonsteroidal anti-inflammatory drugs and reproduction. American Journal of Obstetrics and

Gynecology, 1993, 169(5):1255-65.
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Ekstrom P, Akerlund M, Forsling M, Kindahl H, Laudanski T, Mrugacz G. Stimulation of vasopressin release in
4.3.10 women with primary dysmenorrhoea and after oral contraceptive treatment--effect on uterine contractility. Br J Obstet
Gynaecol 1992, 99(8):680-684.
4311 El Etrcby MF , Grﬁf KJ, Beier S, Elger W, Qﬁnzel P, Neumcnn F. SuitabiliFy of the beagle dog as a test model for the
tumorigenic potential of contraceptive steroids, a short review. Contraception 1979;20:237-56.
Frank DW, Kirton KT, Murchison TE, Quinlan WJ, Coleman ME, Gilbertson TJ, Feenstra ES, Kimball FA. Mammary
43.12 tumors and serum hormones in the bitch treated with medroxyprogesterone acetate or progesterone for four years.
Fertil Steril 1979;31:340-46.
4313 Fried W, Tichler T, .Dennenberg'I, Barone J, Wang F. Effects of estrogens on hematopoietic stem cells and on
) hematopoiesis of mice. J Lab Clin Med 1974;83:807-15.
4.3.14 Geary CP, Cousins FB. An oestrogen-linked nephrocalcinosis in rats. Br J Exp Path 1969;50:507-15.
4315 Geil RG, Larna'r JK. FDA studies of estrogen, progestogens and estrogen/progestogen combinations in the dog and
o monkey. J Toxicol Environ Health 1977;3:179-93.
43.16 Gentile DM, Verhocven CHJ, Shimada T, Back DJ. The role of CYP2C in the in vitro bioactivation of the
contraceptive steroid desogestrel. J Pharm Exp Ther 1998;287:975-82.
4317 Gentile DM, Krcbbcrs SFM, Vcrhoeven CHJ, Back DJ. CYP3A4 is responsible for the metabolism of 3-
ketodesogestrel in vitro. Br J Clin Pharmacol 1998;45:515P.
4318 Gibson JP, Newberne JW, Kuhn WL, Elsea JR. Comparative chronic toxicity of three oral estrogens in rats. Toxicol
o Appl Pharmacol 1967;11:489-510.
43.19 Hammond'GL, Bocch.infuso WP, Orava M, Smith CL, Van den Ende 1.%, Van Enk A. Serum distribution of two
contraceptive progestins: 3-ketodesogestrel and gestodene. Contraception 1994;50:301-18.
4.3.20 Harris C. A lipofuscin-like pigment in the kidneys of estrogen-treated rats. Arch Path 1966;82:353-5.
4.3.21 Heywood R, Wadsworth PF. The experimental toxicology of estrogens. Pharmacol Ther 1980;8:125-42.
4322 Hoppcn HO, Hammann'P. Thc influence of structural modiﬁcction on progesteroce and androgen receptor binding of
o norethisterone. Correlation with nuclear magnetic resonance signals. Acta Endocrinol 1987;115:406-12.
Humpel M, Dusterberg B, Beier S, Schuppler J, Gunzel P, Elger W. The role of pharmacokinetics in preclinical safety
4.3.23 studies of synthetic sex steroids. In: Gregoire AT, Blye RP, eds. Contraceptive steroids. Pharmacology and safety. New
York: Plenum Press 1986: 47-63.
4304 Intercational Agency for the Research on Cancer, IARC monographs on the evaluation of carcinogenic risks of
o chemicals to man. Sex Hormones (II). Lyon: IARC, 1974:193-200.
International Agency for the Research on Cancer, IARC monographs on the evaluation of carcinogenic risks to
4.3.25 humans: hormonal contraception and post-menopausal hormonal therapy. IARC Monogr Eval Carcinog Risk Hum
1999;72:iii-x, 9-628.
4.3.26 Jones RC, Edgren RA. The effects of various steroids on the vaginal histology in the rat. Fertil Steril 1973;24:284-91.
4327 Kennedy TG, Armstrong DT. Extra-ovarian effect of prolactin on vaginal mucification in the rat. Endocrinology
o 1972;90:815-22.
4398 Kloosterboer HJ, Yonk-Noordegraaf CA, Turpijn EW Selectivity in progesterone and androgen receptor binding of
h progestagens used in oral contraceptives. Contraception 1988;38:325-32.
4329 Kuhnz W, Pfcffcr M, Al-Yacoub G. Prot.ein cinding of the contraceptive steroids gestodene, 3-keto-desogestrel and
h ethinylestradiol in human serum. J Steroid Biochem 1990;35:313-8.
4330 Lalos O, Joelsson 1. Effect of an oral contraceptive on uterine tonicity in women with primary dysmenorrhea. Acta
h Obstet Gynecol Scand. 1981;60,229-232.
Lehmann M, Putz B, Poggel HA, Giinzel P. Experimental toxicity studies with contraceptive steroids and their
4.3.31 relevance for human risk estimation. In: Advances in applied toxicology, Dayan AD, Paine AJ, editors. London: Taylor
and Francis, 1989:51-79.
4.3.32 Mannix K. Menstrual-related pain conditions: dysmenorrhea and migraine. ] Womens Health 2008, 17(5):879-91.
4333 Ma.ro.is M. The carcinogenic action of oestrogens in man. Proceedings of the European Society for the study of drug
toxicity. Excerpta Medica 1964;3:83-99.
4334 Neumann F. The physiological action of progesterone and the pharmacological effects of progestogens - a short review.

Postgrad Med J 1978;54:11-24.
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4335 Schardein JL, Kaump DH, Woosley ET, Jellema MM. Long-term toxicologic and tumorigenesis studies on an oral

contraceptive agents in albino rats. Toxicol Appl Pharmacol 1970;16:10-23.

Schardein JL. Studies of the components of an oral contraceptive agent in albino rats. I. estrogenic component. J

4.3.36 Toxicol Environ Health 1980;6:885-94.
4337 Schindler AE, Campagnoli C, Druckmann R, Huber J, Pasqualini JR, Schweppe KW, Thijssen JHH. Classification and
" pharmacology of progestins. Maturitas 2003;46S1:S7-S16.
St. Clair RW, Henderson GR, Heaster V, Wagner WD, Bond MG, Mc Mahan MR. Influence of dietary fats and an oral
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