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F7S5ty FERESE TMey SAZHERIKIZ . o A4 —N—JEICkvZENEN 1 8 (FF~F—L
WA 37.5 mg KO ® b7 X/ 7 = 325 mg) fERERRA S TICHEAHERR O#& 5 L g R
EACRREZRIE L, 55N -HYERE T A —% (AUC, Cmax) 22V T 90%(5 #H XK EVAIC Tt
FHENT 24T o TGS, 1og (0. 80) ~1log (1. 25) OHEPFHNTH Y | WiH DALY 7RI MR S
7o £72. F T~ R— L OIEVEREW 0- A F L T~ R—L [ (+)-M1] o g e 21 L,

RO IMENGE T A—Z 2 LTl 2 A, MAITRERZ2FER TH -7,

(ng/mL)
140 -
450 -
42
f 100 4] —e— 7Sty NRAEMel
T g0 --O--- IZERE| ($EHI, 37.5mg)
~
5 (Mean+S.D.. n=24)
- 60 -
N
[ 40 -
W
= 20 -
-
0 T . . T - ; ; —0
0 6 12 18 24 30 36
B (hr)
miEdh (£)- S5 F—ILREHR
x MR (X)-FSIT F—ILOEYFE/ NS A —4
HITENT A —H BENT A —H
AUCy Crax Thax T1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
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%M

N NN DN DN

2.12 KHFNIDOEATR UVRBUE OB D & 5 B3F [9. 1.5 ]
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8.2 EMICK VEMIKIFALE LD Z ENHHDT, B aE +DI2ITV, EEICES TS Z L,

[11. 1.4 K]
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FlbME STV,
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8.1 Pregnancy
Risk Summary
Prolonged use of opioid analgesics during pregnancy may cause neonatal opioid withdrawal
syndromer. Available data with ULTRACET in pregnant women are insufficient to inform a
drug—associated risk for major birth defects and miscarriage.

In animal reproduction studies, the combination of tramadol and acetaminophen decreased fetal
weights and increased supernumerary ribs at 1.6 times the maximum recommended human daily
dosage (MRHD). In separate animal reproduction studies, tramadol administration alone during
organogenesis decreased fetal weights and reduced ossification in mice, rats, and rabbits at
1.4, 0.6, and 3.6 times the maximum recommended human daily dosage (MRHD). Tramadol decreased
pup body weight and increased pup mortality at 1.2 and 1.9 times the MRHD.

Reproductive and developmental studies in rats and mice from the published literature
identified adverse events at clinically relevant doses with acetaminophen. Treatment of
pregnant rats with doses of acetaminophen approximately 1.3 times the maximum human daily dose
(MRHD) showed evidence of fetotoxicity and increases in bone variations in the fetuses. In
another study, necrosis was observed in the liver and kidney of both pregnant rats and fetuses
at doses approximately 1.9 times the MHDD. In mice treated with acetaminophen at doses within
the clinical dosing range, cumulative adverse effects on reproduction were seen in a continuous
breeding study. A reduction in number of litters of the parental mating pair was observed as
well as retarded growth and abnormal sperm in their offspring and reduced birth weight in the
next generation /see Data]. Based on animal data, advise pregnant women of the potential risk
to a fetus.
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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 2-4% and 15-20%, respectively

Clinical Considerations
Fetal/Neonatal Adverse Reactions
Prolonged use of opioid analgesics during pregnancy for medical or nonmedical purposes can

result in respiratory depression and physical dependence in the neonate and neonatal opioid
withdrawal syndrome shortly after birth.

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity and abnormal sleep
pattern, high pitched cry, tremor, vomiting, diarrhea and failure to gain weight. The onset

duration, and severity of neonatal opioid withdrawal syndrome vary based on the specific opioid
used, duration of use, timing and amount of last maternal use, and rate of elimination of the
drug by the newborn. Observe newborns for symptoms and signs of neonatal opioid withdrawal
syndrome and manage accordingly.

Neonatal seizures, neonatal withdrawal syndrome, fetal death and stillbirth have been reported
with tramadol hydrochloride during postmarketing

Labor or Delivery

ULTRACET is not recommended for use in pregnant women during or immediately prior to labor,
when other analgesic techniques are more appropriate. Opioids cross the placenta and may
produce respiratory depression and psycho—physiologic effects in neonates. An opioid
antagonist, such as naloxone, must be available for reversal of opioid induced respiratory
depression in the neonate. ULTRACET is not recommended for use in pregnant women during or
immediately prior to labor, when other analgesic techniques are more appropriate. Opioid
analgesics, including ULTRACET, can prolong labor through actions which temporarily reduce
the strength, duration, and frequency of uterine contractions. However, this effect is not
consistent and may be offset by an increased rate of cervical dilation, which tends to shorten
labor. Monitor neonates exposed to opioid analgesics during labor for signs of excess sedation
and respiratory depression.

Tramadol has been shown to cross the placenta. The mean ratio of serum tramadol in the umbilical
veins compared to maternal veins was 0.83 for 40 women given tramadol during labor.

The effect of ULTRACET, if any, on the later growth, development, and functional maturation
of the child is unknown.

Data

Animal Data

No drug-related teratogenic effects were observed in the progeny of rats treated orally with
tramadol and acetaminophen. The tramadol/acetaminophen combination product was shown to
tramadol/acetaminophen (1.6 times the maximum daily human tramadol/acetaminophen dosage), but
was not teratogenic at this dose level. Embryo and fetal toxicity consisted of decreased fetal
weights and increased supernumerary ribs. Tramadol has been shown to be embryotoxic and
fetotoxic in mice, (120 mg/kg), rats (25 mg/kg) and rabbits (75 mg/kg) at maternally toxic
dosages, but was not teratogenic at these dose levels. These doses on a mg/m’ basis are 1.9,
0.8, and 4.9 times the maximum recommended human daily dosage (MRHD) for mouse, rat and rabbit,
respectively.

No drug-related teratogenic effects were observed in progeny of mice (up to 140 mg/kg), rats
(up to 80 mg/kg) or rabbits (up to 300 mg/kg) treated with tramadol by various routes. Embryo
and fetal toxicity consisted primarily of decreased fetal weights, skeletal ossification and
increased supernumerary ribs at maternally toxic dose levels. Transient delays in
developmental or behavioral parameters were also seen in pups from rat dams allowed to deliver.
Embryo and fetal lethality were reported only in one rabbit study at 300 mg/kg, a dose that
would cause extreme maternal toxicity in the rabbit. The dosages listed for mouse, rat and
rabbit are 2.3, 2.6, and 19 times the MRHD, respectively.

Tramadol alone was evaluated in peri- and post—natal studies in rats. Progeny of dams receiving
oral (gavage) dose levels of 50 mg/kg (300 mg/m? or 1.6 times the maximum daily human tramadol



dosage) or greater had decreased weights, and pup survival was decreased early in lactation
at 80 mg/kg (480 mg/m* or 2.6 times the maximum daily human tramadol dosage)

Studies in pregnant rats that received oral acetaminophen during organogenesis at doses up
to 1.3 times the maximum human daily dose (MHDD = 2.6 grams/day, based on a body surface area
comparison) showed evidence of fetotoxicity (reduced fetal weight and length) and a doserelated
increase in bone variations (reduced ossification and rudimentary rib changes). Offspring had
no evidence of external, visceral, or skeletal malformations.

When pregnant rats received oral acetaminophen throughout gestation at doses of 1.9-times the
MHDD (based on a body surface area comparison), areas of necrosis occurred in both the liver
and kidney of pregnant rats and fetuses. These effects did not occur in animals that received
oral acetaminophen at doses 0.5-times the MHDD, based on a body surface area comparison.

In a continuous breeding study, pregnant mice received 0.25, 0.5, or 1.0% acetaminophen via
the diet (357, 715, or 1430 mg/kg/day). These doses are approximately 0.7, 1.3, and 2.7 times
the MHDD, respectively, based on a body surface area comparison. A dose-related reduction in
body weights of fourth and fifth litter offspring of the treated mating pair occurred during
lactation and post—-weaning at all doses. Animals in the high dose group had a reduced number
of litters per mating pair, male offspring with an increased percentage of abnormal sperm,
and reduced birth weights in the next generation pups

8.2 Lactation
Risk Summary
ULTRACET is not recommended for obstetrical preoperative medication or for post—delivery
analgesia in nursing mothers because its safety in infants and newborns has not been studied

Tramadol and its metabolite, O-desmethyltramadol (M1), are present in human milk. There is
no information on the effects of the drug on the breastfed infant or the effects of the drug
on milk production. The M1 metabolite is more potent than tramadol in mu opioid receptor binding.
Published studies have reported tramadol and M1 in colostrum with administration of tramadol
to nursing mothers in the early post—partum period. Women who are ultra-rapid metabolizers
of tramadol may have higher than expected serum levels of MI, potentially leading to higher
levels of M1 in breast milk that can be dangerous in their breastfed infants. In women with
normal tramadol metabolism, the amount of tramadol secreted into human milk is low and
dose—dependent. Because of the potential for serious adverse reactions, including excess
sedation and respiratory depression in a breastfed infant, advise patients that breastfeeding
is not recommended during treatment with ULTRACET.

Clinical Considerations
If infants are exposed to ULTRACET through breast milk, they should be monitored for excess
sedation and respiratory depression. Withdrawal symptoms can occur in breastfed infants when

maternal administration of an opioid analgesic is stopped, or when breast—-feeding is stopped.

Data
Following a single IV 100 mg dose of tramadol, the cumulative excretion in breast milk within
16 hours post dose was 100 mcg of tramadol (0.1% of the maternal dose) and 27 mcg of MI.

8.3 Females and Males of Reproductive Potential

Infertility

Chronic use of opioids may cause reduced fertility in females and males of reproductive
potential. It is not known whether these effects on fertility are reversible

(2019 4~ 10 A)

F—A bZ U7 D4¥E (An Australian categorisation of risk of drug use in pregnancy)
Tramadol : C
Paracetamol : A
Paracetomol/Tramadol : C

A : Drugs which have been taken by a large number of pregnant women and women of
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childbearing age without any proven increase in the frequency of malformations
or other direct or indirect harmful effects on the fetus having been observed.

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.

(2019 11 H)

/NRERIZ B % Rk
AARDEA LEDOFTHIZIU T O LB TH Y | KEORM LEROFEFED SmPC & 135875,
). B ENERZEITHEBEEICEHTHEE
9.7 INRZE
9.7.1 12 mMEKFED /MR
Beh Lz &, M BWT, 12 AR O/NE TR T 2 &L EERIFRIHE O U A7 23 E
WEDHRENRDH D, [2.1 58]
9.7.2 12 mUULD/INR
12 LA BRI T 2 HMER N a2 FaE & U B RRBRIZ SN L Ty 7Zeuy,
9.7.3 BB, FAEMEERRETRERBEXIEELGHEREZETHNE
BhH LWz &, EERMERMEIO) 27 BT 5820 nd 5,

KEOWASCHE
8.4 Pediatric Use
The safety and effectiveness of ULTRACET in pediatric patients have not been established

Life—threatening respiratory depression and death have occurred in children who received
tramadol. In some of the reported cases, these events followed tonsillectomy and/or
adenoidectomy, and one of the children had evidence of being an ultra-rapid metabolizer of
tramadol (i.e., multiple copies of the gene for cytochrome P450 isoenzyme 2D6). Children with
sleep apnea may be particularly sensitive to the respiratory depressant effects of tramadol.

Because of the risk of life-threatening respiratory depression and death:
ULTRACET is contraindicated for all children younger than age 12 years of age
ULTRACET is contraindicated for post-operative management in pediatric patients younger
than 18 years of age following tonsillectomy and/or adenoidectomy.
Avoid the use of ULTRACET in adolescents 12 to 18 years of age who have other risk factors
that may increase their sensitivity to the respiratory depressant effects of tramadol unless
the benefits outweigh the risks. Risk factors include conditions associated with
hypoventilation such as postoperative status, obstructive sleep apnea, obesity, severe
pulmonary disease, neuromuscular disease, and concomitant use of other medications that
cause respiratory depression.

(2019 4~ 10 A)

H[E D SmPC
4.2 Posology and method of administration
Paediatric population
The effective and safe use of Tramadol hydrochloride/Paracetamol has not been established in
children below the age of 12 years. Treatment is therefore not recommended in this population.

(20194 10 )
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