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Therapeutic Drug Monitoring Therapeutic Drug Monitoring Posology and
method of
Routine whole blood, therapeutic drug Routine whole blood, therapeutic drug administration
level monitoring of everolimus is level monitoring of everolimus is
recommended. Based on exposure-efficacy | recommended. Based on exposure-efficacy
and exposure-safety analysis, patients and exposure-safety analysis, patients
achieving everolimus whole blood trough | achieving everolimus whole blood trough
levels (Co) > 3.0 ng/mL have been found to | levels (Co) > 3.0 ng/mL have been found to
have a lower incidence of biopsy-proven have a lower incidence of biopsy-proven
acute rejection in renal, cardiac and acute rejection in both renal and cardiac
hepatic transplantation than patients transplantation than patients whose
whose trough levels (Co) are below 3.0 trough levels (Co) are below 3.0 ng/mL.
ng/mL. The recommended upper limit of | The recommended upper limit of the
the therapeutic range is 8 ng/mL. Exposure | therapeutic range is 8 ng/mL. Exposure
above 12 ng/mL has not been studied. above 12 ng/mL has not been studied.
These recommended ranges for everolimus | These recommended ranges for everolimus
are based on chromatographic methods are based on chromatographic methods
Tacrolimus dose recommendation in hepatic
transplantation
Hepatic transplant patients should have
the tacrolimus exposure reduced to
minimize calcineurin related renal toxicity.
The tacrolimus dose should be reduced
starting approximately 3 weeks after
initiation of dosing in combination with
Certican based on tacrolimus blood trough
levels (Co) targeting 3-5 ng/mL. Certican
has not been evaluated with full dose
tacrolimus in controlled clinical trials.
Management of immunosuppression Management of immunosuppression Spec‘.al
warnings and
In clinical trials, Certican has been In clinical trials, Certican has been precautions
administered concurrently with ciclosporin | administered concurrently with for use
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for microemulsion, or with tacrolimus,
basiliximab and corticosteroids. Certican
in combination with immunosuppressive
agents other than these has not been
adequately investigated.

Serious and opportunistic infections

In clinical trials with Certican,
antimicrobial prophylaxis for
Pneumocystis jiroveci (carinii) pneumonia
and Cytomegalovirus (CMV) was
recommended following transplantation,
particularly for patients at increased risk
for opportunistic infections.

Hyperlipidemia

In transplant patients, concomitant use of
Certican and ciclosporin for
microemulsion or tacrolimus has been
associated with an increase in serum
cholesterol and triglycerides that may
require treatment.

Everolimusand calcineurin inhibitor-
induced renal dysfunction

In renal and cardiac transplant Certican
with full-dose ciclosporin increases the risk
of renal dysfunction. Reduced doses of
ciclosporin are required for use in
combination with Certican in order to
avoid renal dysfunction. Appropriate
adjustment of the immunosuppressive
regimen, in particular reduction of the
ciclosporin dose should be considered in
patients with elevated serum creatinine
levels.

In a liver transplant study Certican with
reduced tacrolimus exposure has not been
found to worsen renal function in
comparison to standard exposure

ciclosporin for microemulsion, basiliximab
and corticosteroids. Certican in
combination with immunosuppressive
agents other than these has not been
adequately investigated.

Serious and opportunistic infections

In clinical trials with Certican,
antimicrobial prophylaxis for
Pneumocystis jiroveci (carinii) pneumonia
was administered for the first 12 months
following transplantation.
Cytomegalovirus (CMV) prophylaxis was
recommended for 3 months after
transplantation, particularly for patients at
increased risk for CMV disease.

Hyperlipidemia

In transplant patients, concomitant use of
Certican and ciclosporin for
microemulsion has been associated with
an increase in serum cholesterol and
triglycerides that may require treatment.

Nephrotoxicity

Certican with full-dose ciclosporin
increases the risk of renal dysfunction.
Reduced doses of ciclosporin are required
for use in combination with Certican in
order to avoid renal dysfunction. Regular
monitoring of renal function is
recommended in all patients. Appropriate
adjustment of the immunosuppressive
regimen, in particular reduction of the
ciclosporin dose should be considered in
patients with elevated serum creatinine
levels. Caution should be exercised when
co-administering other medicinal products
that are known to have a deleterious effect
on renal function.
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tacrolimus.

Regular monitoring of renal function is
recommended in all patients. Caution
should be exercised when co-
administering other medicinal products
that are known to have a deleterious effect
on renal function.

Proteinuria

The use of Certican with calcineurin
inhibitors in renal transplant recipients has
been associated with increased
proteinuria. The risk increases with higher
everolimus blood levels.

Wound-healing complications

The frequency of pericardial and pleural
effusion is increased in cardiac transplant
recipients and the frequency of incisional
hernias is increased in liver transplant
recipients.

Proteinuria

The use of Certican with ciclosporin in de-
novo renal transplant recipients has been
associated with increased proteinuria. The
risk increases with higher everolimus
blood levels.

Wound-healing complications

The frequency of pericardial and pleural
effusion is increased in cardiac transplant
recipients.

The frequencies of adverse reactions listed | The frequencies of adverse reactions listed Ufl;de;snable
below are derived from analysis of the 12- | below represent those observed in patients | € ¢t
month incidences of events reported in being treated with a regimen of Certican
multicentre, randomised, controlled trials | combined with ciclosporin and
investigating Certican in combination with | corticosteroids in multi-centre,
calcineurin inhibitors (CNI) and randomised, controlled studies. These
corticosteroids in transplant recipients. All | include five studies in de-novo renal
but two of the trials (in renal transplant) transplant recipients totalising 2497
included non-Certican, CNI-based patients, and three studies in de-novo heart
standard-therapy arms. Certican combined | transplant recipients totalising 1531
with ciclosporin, was studied in five trials | patients (ITT population, see section 5.1
in renal transplant recipients totalising Pharmacodynamic properties). Table 1
2497 patients, and three trials in heart contains adverse drug reactions possibly or
transplant recipients totalising 1531 probably related to Certican seen in phase
patients (intent to treat (ITT) populations, | III clinical trials (renal and heart
see section 5.1 Pharmacodynamic transplantation). Unless noted as
properties). otherwise, these disorders have been
Certican, combined with tacrolimus, was identified by an 1ncreasefl 1nc1d§nce in the
. . D phase III studies comparing patients on a
studied in one trial which included 719 s 3 ) X i
. . . Certican + ciclosporin regimen with
liver transplant recipients (ITT population, . . . .
. . patients on a non-Certican, ciclosporin-
see section 5.1 Pharmacodynamic , )
; based regimen (see section 5.1
properties). . . . .
Pharmadynamic properties). It is compiled
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Table 1 contains adverse drug reactions
possibly or probably related to Certican
seen in phase III clinical trials. Unless
noted as otherwise, these disorders have
been identified by an increased incidence
in the phase III studies comparing patients
on a Certicantreated patients with patients
on a non-Certican, standard-therapy
regimens (see section 5.1 Pharmadynamic
properties). Except where noted otherwise,
the adverse reaction profile is relatively
consistent across all transplant indications.
It is compiled according to MedDRA
standard organ classes:

Table 1
Infections and infestations

Very common: Infections (viral, bacterial,
fungal), upper respiratory tract infection

Common: Sepsis, urinary tract infections,
lower respiratory tract infection, wound
infection.

Blood and lymphatic system disorders

Common: Thrombocytopenia’,
pancytopenia®®, anaemia’, coagulopathy,
thrombotic thrombocytopenic
purpura/haemolytic uraemic syndrome.

Uncommon: Haemolysis,.

Metabolism and nutrition disorders

Very common: Hyperlipidaemia
(cholesterol and triglycerides), new onset
diabetes mellitus®.

Vascular disorders
Very common: Hypertension

Common: Lymphocele3, venous
thromboembolism, graft thrombosis?

according to MedDRA standard organ
classes:

Table 1
Infections and infestations

Common: Viral, bacterial and fungal
infections, pneumonia, sepsis, urinary tract
infection.

Uncommon: Wound infection.

Blood and lymphatic system disorders

Common: Thrombocytopenia’, anaemia’,
coagulopathy, thrombotic
thrombocytopenic purpura/haemolytic
uraemic syndrome.

Uncommon: Haemolysis, pancytopenia®.

Metabolism and nutrition disorders

Very common: Hypercholesterolaemia,
hyperlipidaemia.

Common: Hypertriglyceridaemia, new
onset diabetes mellitus.

Vascular disorders

Common: Hypertension, lymphocele3,
venous thromboembolism,graft
thrombosis?
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Gastrointestinal disorders
Very common: Abdominal pain?®

Common: Diarrhoea, nausea, pancreatitis
vomiting, stomatitis/mouth ulceration,
oropharyngeal pain.

Hepato-biliary disorders

Uncommon: Hepatitis, hepatic disorders,
jaundice

General disorders and administration
site conditions

Very common: Peripheral oedema,
incisional hernia®

Common: Pain, impaired healing
Investigations

Common: hepatic enzyme abnormal#®

In controlled clinical trials in which a total
of 3256 patients receiving Certican in
combination with other
immunosuppressants were monitored for
at least 1 year, a total of 3.1% developed
malignancies, with 1.0% developing skin
malignancies and 0.6% developing
lymphoma or lymphoproliferative
disorder.

Cases of interstitial lung disease, implying
lung intraparenchymal inflammation
(pneumonitis) and/or fibrosis of non-
infectious etiology, some fatal, have
occurred in patients receiving rapamycins
and their derivatives, including Certican.
Mostly, the condition resolves after
discontinuation of Certican and/or
addition of glucocorticoids However, fatal
cases have also occurred.

Gastrointestinal disorders

Common: Abdominal pain, diarrhoea,
nausea, pancreatitis vomiting,
stomatitis/mouth ulceration.

Hepato-biliary disorders

Uncommon: Hepatitis, hepatic disorders,
jaundice, liver function test abnormal*

General disorders and administration
site conditions

Common: Oedema, pain, impaired healing

In controlled clinical trials in which a total
of 2781 patients receiving Certican (1.5 mg
or 3.0 mg/day) in combination with other
immunosuppressants were monitored for
at least 1 year, a total of 2.9% developed
malignancies, with 1.2% developing skin
malignancies and 0.40% developing
lymphoma or lymphoproliferative disease.

Cases of interstitial lung disease, implying
lung intraparenchymal inflammation
(pneumonitis) and/or fibrosis of non-
infectious etiology, some fatal, have
occurred in patients receiving rapamycins
and their derivatives, including Certican.
Mostly, the condition resolves after
discontinuation of Certican and/or
addition of glucocorticoids.
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