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FRARER TR SN OFRE

16. 1 MARE
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AR 15
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Z Db
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N TG ED 95% 2N RIS HE S iz ),
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2.9 fERB IO Lo [9.5. 1 S
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HEEE BB, I E AR
R & SR BEUE




0. 1~5% A 0. 1% At HAEAEA
AL HE A, B, B | ESEE. 0w
o MM B IR,
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- I - B AR 340 (1.26)
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AT - R{E 47 (0.17)
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fEh 26 (0.10)
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12.2 M /oBEsEZ Bl L, M AERE S5 2 235 5 DT, M RER 20 E 9 2 B
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- HEBEAER (v F) 203728 A RAZ XDt Fi,

BEW (T > b)) 220 L THEBEREEZ RITS R Tz,
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(1) BEExES4EHER

LDy, (mg/kg) : 7 H#L»

&1 Ay fEIZE PN

Wistar 587 v b 1 347.0 989. 1 353.5
il 338. 1 963. 4 401. 6

dd B~ % i3 824. 8 1042. 6 570. 6
il 991.1 1098. 5 547.5

(2) RERSEHHER
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(5)
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(202144 H) 8.1 Pregnancy

Risk Summary
Use of NSAIDs, including NAPROSYN Tablets, EC-NAPROSYN,

and ANAPROX DS, can cause premature closure of the fetal
ductus arteriosus and fetal renal dysfunction leading to
oligohydramnios and, 1in some cases, neonatal renal
impairment. Because of these risks, limit dose and duration
of NAPROSYN Tablets, EC-NAPROSYN, or ANAPROX DS use between
about 20 and 30 weeks of gestation, and avoid NAPROSYN
Tablets, ECNAPROSYN, and ANAPROX DS use at about 30 weeks
of gestation and later in pregnancy (see Clinical
Considerations, Data).

Premature Closure of Fetal Ductus Arteriosus

Use of NSAIDs, including NAPROSYN Tablets, EC—NAPROSYN,
and ANAPROX DS, at about 30 weeks gestation or later in
pregnancy increases the risk of premature closure of the
fetal ductus arteriosus.

Oligohydramnios/Neonatal Renal Impairment

Use of NSAIDs at about 20 weeks gestation or later in
pregnancy has been associated with cases of fetal renal
dysfunction leading to oligohydramnios, and in some cases,
neonatal renal impairment.

Data from observational studies regarding other potential
embryofetal risks of NSAID use in women in the first or
second trimesters of pregnancy are inconclusive. In animal
reproduction studies in rats, rabbits, and mice no evidence
of teratogenicity or fetal harm when naproxen was
administered during the period of organogenesis at doses
0.13, 0.26, and 0.6 times the maximum recommended human
daily dose of 1500 mg/day, respectively [see Data]. Based
on animal data, prostaglandins have been shown to have an
important role in endometrial vascular permeability,
blastocyst implantation, and decidualization. In animal
studies, administration of prostaglandin synthesis
inhibitors such as naproxen, resulted in increased pre— and

post—implantation loss
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Prostaglandins also have been shown to have an important
role in fetal kidney development. In published animal
studies, prostaglandin synthesis inhibitors have been
reported to impair kidney development when administered at
clinically relevant doses.

The estimated background risk of major birth defects and
miscarriage for the indicated population(s) is unknown.
All pregnancies have a background risk of birth defect,
loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth
defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Premature Closure of Fetal Ductus Arteriosus:

Avoid use of NSAIDs in women at about 30 weeks gestation
and later in pregnancy, because NSAIDs, including NAPROSYN
Tablets, EC-NAPROSYN, and ANAPROX DS, can cause premature
closure of the fetal ductus arteriosus (see Data).
0ligohydramnios/Neonatal Renal Impairment

If an NSAID is necessary at about 20 weeks gestation or
later in pregnancy, limit the use to the lowest effective
dose and shortest duration possible. If NAPROSYN Tablets
ECNAPROSYN, or ANAPROX DS treatment extends beyond 48
hours, consider monitoring with ultrasound for
oligohydramnios. If oligohydramnios occurs, discontinue
NAPROSYN Tablets, EC-NAPROSYN, and ANAPROX DS, and follow
up according to clinical practice (see Data)

Labor or Delivery

There are no studies on the effects of NAPROSYN Tablets,
EC-NAPROSYN, or ANAPROX DS during labor or delivery. In
animal studies, NSAIDS, including naproxen, 1inhibit
prostaglandin synthesis, cause delayed parturition, and

increase the incidence of stillbirth.
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8.2 Lactation

Risk Summary

The naproxen anion has been found in the milk of lactating
women at a concentration equivalent to approximately 1% of
maximum haproxen concentration in plasma.

The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need
for NAPROSYN Tablets, EC—-NAPROSYN, or ANAPROX DS and any
potential adverse effects on the breastfed infant from the
NAPROSYN Tablets, ECNAPROSYN, or ANAPROX DS or from the

underlying maternal condition.

8.3 Females and Males of Reproductive Potential
Infertility

Females

Based on the mechanism of action, the use of prostaglandin-—
mediated NSAIDs, including NAPROSYN Tablets, EC-NAPROSYN,
and ANAPROX DS, may delay or prevent rupture of ovarian
follicles, which has been associated with reversible
infertility in some women.

Published animal studies have shown that administration of
prostaglandin synthesis inhibitors has the potential to
disrupt prostaglandin—mediated follicular rupture required
for ovulation. Small studies in women treated with NSAIDs
have also shown a reversible delay in ovulation. Consider
withdrawal of NSAIDs, including NAPROSYN Tablets
ECNAPROSYN and ANAPROX DS, in women who have difficulties
conceiving or who are undergoing investigation of

infertility.
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4.6 Fertility, pregnancy and lactation

Pregnancy

Inhibition of prostaglandin synthesis may adversely affect
the pregnancy and/or the embryo/foetal development. Data
from epidemiological studies suggest an increased risk of
miscarriage and of cardiac malformation and gastroschisis
after use of a prostaglandin synthesis inhibitor in early
pregnancy. The  absolute risk for  cardiovascular
malformation was increased from less than 1% up to
approximately 1.5%. The risk is believed to increase with
dose and duration of therapy. In animals, administration
of a prostaglandin synthesis inhibitor has been shown to
result in increased pre— and post—implantation loss and
embryo—foetal lethality. In addition, increased incidences
of various malformations, including cardiovascular, have
been reported in animals given a prostaglandin synthesis
inhibitor during the organogenetic period.

From the 20th week of pregnancy onward, naproxen use may
cause oligohydramnios resulting from foetal renal
dysfunction. This may occur shortly after treatment
initiation and is usually reversible upon discontinuation.
In addition, there have been reports of ductus arteriosus
constriction following treatment in the second trimester,
most of which resolved after treatment cessation

Therefore, during the first and second trimester of
pregnancy, naproxen should not be given unless clearly
necessary. If naproxen is used by a woman attempting to
conceive, or during the first and second trimester of
pregnancy, the dose should be kept as low and duration of
treatment as short as possible. Antenatal monitoring for
oligohydramnios and ductus arteriosus constriction should
be considered after exposure to naproxen for several days
from gestational week 20 onward.

Naproxen should be discontinued if oligohydramnios or

ductus arteriosus constriction are found.
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FL[E D SPC*? During the third trimester of pregnancy, all prostaglandin
(2024 49 H) synthesis inhibitors may expose the foetus to:

- cardiopulmonary toxicity (premature constriction/closure
of the ductus arteriosus and pulmonary hypertension) ;

- renal dysfunction (see above);

The mother and neonate, at the end of pregnancy, to:

— possible prolongation of bleeding time, an anti-
aggregating effect which may occur even at very low
doses;

— inhibition of uterine contractions resulting in delayed
or prolonged labour.

Consequently, Naproxen is contraindicated during pregnancy.

See point 4.3 and 5.3)

Breast feeding

Naproxen has been found in the milk of lactating women. The

use of Naprosyn should be avoided in patients who are

breast—feeding.

%1 : DailyMed [NAPROSYN (Canton Laboratories). 2021 & 4 Hi&#] (https://dailymed. nlm. nih. gov/
dailymed/druglnfo. cfm?setid=8bff5df5-d856-4237-b6a8-ae445b454844) 2024 4 10 A 25 H T 7
2] &b

%2 : eMC (Naprosyn 250mg Tablets (Atnahs Pharma UK Ltd). 2024 49 Hi&:T (https://www. medicines.
org. uk/emc/product/13237/smpc) 2024 8410 A 26 H7 Z7&AX] XD

N
&
b

F—A N T YT DL c*
(An Australian categorization of risk of drug use in

pregnancy)

% : Prescribing medicines in pregnancy database (Australian Government) <(http://www. tga. gov.

au/hp/medicines—pregnancy. htm) 202544 A7 7+ ALY

2E  PEOME

F—=A ST VT DI

C : Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate without
causing malformations. These effects may be reversible.

Accompanying texts should be consulted for further details
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8 USE IN SPECIFIC POPULATIONS (##%)

8.4 Pediatric Use

Safety and effectiveness in pediatric patients below the
age of 2 years have not been established. Pediatric dosing
recommendations for polyarticular juvenile idiopathic
arthritis are based on well-controlled studies [see Dosage
and  Administration  (2)]. There are no adequate
effectiveness or dose-response data for other pediatric
conditions, but the experience in polyarticular juvenile
idiopathic arthritis and other wuse experience have
established that single doses of 2.5 to 5 mg/kg as naproxen
suspension, with total daily dose not exceeding 15 mg/kg/
day, are well tolerated in pediatric patients over 2 years

of age.

He[E D SPC*?
(2024 %9 H)

4. Clinical particulars
4.1 Therapeutic indications
Children:

Juvenile rheumatoid arthritis

4.2 Posology and method of administration

Paediatric population (over 5 years)

For juvenile rheumatoid arthritis: 10mg/kg/day taken in 2
doses at 12-hour intervals. Naprosyn is not recommended for
use in any other indication in children under 16 years of

age.

%1 : DailyMed [NAPROSYN (Canton Laboratories). 2021 4E 4 A &E] (https://dailymed. nlm. nih. gov/
dailymed/drugInfo. cfm?setid=8bff5df5-d856-4237-bba8—aed45b454844) 2024 4~ 10 H 25 H 7 7

'] LD

%2 : eMC (Naprosyn 250mg Tablets (Atnahs Pharma UK Ltd). 2024 459 A i] (https://www. medicines.
org. uk/emc/product/13237/smpe) 20244 10 H 26 H7 7 & &) XV
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