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1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 5 mg hard capsules

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 5 mg of temozolomide.

Excipient with known effect:
Each hard capsule contains 168 mg of anhydrous lactose.

For the full list of excipients, see section 6.1. é

3. PHARMACEUTICAL FORM

Hard capsule (capsule). Q

The hard capsules have a white coloured body, a green coloured cap, and ar@prmted with black
ink. The cap is imprinted with “TMZ”. The body is imprinted with “5”.

Each capsule is approximately 15.8 mm in length. é
4. CLINICAL PARTICULARS OQ

4.1 Therapeutic indications O

adult patients with newly-diagnosed astoma multiforme concomitantly with radiotherapy

Temozolomide Sandoz is indicated for the t ea‘u@of:
(RT) and subsequently as monothz&atment,

children from the age of three dolescents and adult patients with malignant glioma, such

as glioblastoma multiforme lastic astrocytoma, showing recurrence or progression after
standard therapy. 6

4.2 Posology and eth@f administration

Temozolomide San uld only be prescribed by physicians experienced in the oncological
treatment of braif.

rs
>
Anti—emeti% y may be administered (see section 4.4).

Poso

Adultpatients with newly-diagnosed glioblastoma multiforme

Temozolomide Sandoz is administered in combination with focal radiotherapy (concomitant phase)
followed by up to 6 cycles of temozolomide (TMZ) monotherapy (monotherapy phase).

Concomitant phase

TMZ is administered orally at a dose of 75 mg/m? daily for 42 days concomitant with focal
radiotherapy (60 Gy administered in 30 fractions). No dose reductions are recommended, but delay or
discontinuation of TMZ administration should be decided weekly according to haematological and
non-haematological toxicity criteria. TMZ administration can be continued throughout the 42 day
concomitant period (up to 49 days) if all of the following conditions are met:
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- absolute neutrophil count (ANC) > 1.5 x 10%/1

- thrombocyte count > 100 x 10%/1

- common toxicity criteria (CTC) non-haematological toxicity < Grade 1 (except for alopecia,
nausea and vomiting).

During treatment a complete blood count should be obtained weekly. TMZ administration should be
temporarily interrupted or permanently discontinued during the concomitant phase according to the
haematological and non-haematological toxicity criteria as noted in Table 1.

Table 1. TMZ dosing interruption or discontinuation during concomitant radiotherapy and TMZ

Toxicity TMZ interruption® TMZ discontinuation
Absolute neutrophil count >0.5and < 1.5 x 10%/1 <0.5x 10%1
Thrombocyte count >10 and < 100 x 10%/1 <10x 10%/1 e\
CTC non-haematological toxicity e
(except for alopecia, nausea, vomiting) | CTC Grade 2 CTC Grade 3 or 4C~

a:  Treatment with concomitant TMZ can be continued when all of the following conditions are met: al ONé'ﬁeutrophil
count > 1.5 x 10%/1; thrombocyte count > 100 x 10%/1; CTC non-haematological toxicity < Grade 6 pt for alopecia,

nausea, vomiting). Q

Monotherapy phase 0

Four weeks after completing the TMZ + RT concomitant phase, TMZ js %nistered for up to

6 cycles of monotherapy treatment. Dose in Cycle 1 (monotherapy)is %50 mg/m? once daily for

5 days followed by 23 days without treatment. At the start of Cy, @he dose is escalated to

200 mg/m? if the CTC non-haematological toxicity for Cycle %ﬂde <2 (except for alopecia,
nausea and vomiting), absolute neutrophil count (ANC) is > °/1, and the thrombocyte count is
> 100 x 10%1. If the dose was not escalated at Cycle 2, ion should not be done in subsequent
cycles. Once escalated, the dose remains at 200 mg/mzi)x ay for the first 5 days of each subsequent
cycle except if toxicity occurs. Dose reductions an ontinuations during the monotherapy phase
should be applied according to Tables 2 and 3.

During treatment a complete blood count shoyld be obtained on Day 22 (21 days after the first dose of

TMZ). The dose should be reduced §®ustration discontinued according to Table 3.
a

Table 2.TMZ dose levels for mo@ ipy treatment
Dose level 7 Dose Remarks
'\ (ne/m?/day)
-1 (/00 Reduction for prior toxicity
. 150 Dose during Cycle 1

1 . C ‘\‘ 200 Dose during Cycles 2-6 in absence of toxicity

A\
Table 3 dose reduction or discontinuation during monotherapy treatment

L\

N\ Toxicity Reduce TMZ by 1 dose level® Discontinue TMZ
AbSelute neutrophil count <1.0x10°/1 See footnote b
Thrombocyte count <50x 10°/1 See footnote b
CTC non-haematological
Toxicity (except for alopecia, CTC Grade 3 CTC Grade 4°
nausea, vomiting)

a: TMZ dose levels are listed in Table 2.

b: TMZ is to be discontinued if:

« dose level -1 (100 mg/m?) still results in unacceptable toxicity

» the same Grade 3 non-haematological toxicity (except for alopecia, nausea, vomiting)
recurs after dose reduction.

Adult and paediatric patients 3 years of age or older with recurrent or progressive malignant glioma

3



A treatment cycle comprises 28 days. In patients previously untreated with chemotherapy, TMZ is
administered orally at a dose of 200 mg/m? once daily for the first 5 days followed by a 23 day
treatment interruption (total of 28 days). In patients previously treated with chemotherapy, the initial
dose is 150 mg/m? once daily, to be increased in the second cycle to 200 mg/m? once daily, for 5 days
if there is no haematological toxicity (see section 4.4).

Special populations

Paediatric population

In patients 3 years of age or older, TMZ is only to be used in recurrent or progressive malignant
glioma. Experience in these children is very limited (see sections 4.4 and 5.1). The safety and e@y
of TMZ in children under the age of 3 years have not been established. No data are available@

9
Patients with hepatic or renal impairment \

The pharmacokinetics of TMZ were comparable in patients with normal hepati n and in those
with mild or moderate hepatic impairment. No data are available on the admi \' ion of TMZ in
patients with severe hepatic impairment (Child’s Class C) or with renal impajrfaent. Based on the
pharmacokinetic properties of TMZ, it is unlikely that dose reductions ar ired in patients with
severe hepatic impairment or any degree of renal impairment. Howevgr, cadtion should be exercised
when TMZ is administered in these patients. {

Elderly patients QQ

Based on a population pharmacokinetic analysis in pati -78 years of age, clearance of TMZ is
not affected by age. However, elderly patients (@rs of age) appear to be at increased risk of

neutropenia and thrombocytopenia (see section 4,4)

Method of administration \
Temozolomide Sandoz hard capsule @1 be administered in the fasting state.

The capsules must be swallowe le with a glass of water and must not be opened or chewed.

If vomiting occurs after Q@ is administered, a second dose should not be administered that day.

4.3 Contraindic@'

*
Hypersensitivit@w active substance or to any of the excipients listed in section 6.1.

Hyperse@@r to dacarbazine (DTIC).

Se@yelosuppression (see section 4.4).
4

4 Special warnings and precautions for use

Opportunistic infections and reactivation of infections

Opportunistic infections (such as Pneumocystis jirovecii pneumonia) and reactivation of infections
(such as HBV, CMV) have been observed during the treatment with TMZ (see section 4.8).

Meningoencephalitis herpetic

In post marketing cases, meningoencephalitis herpetic (including fatal cases) has been observed in
patients receiving TMZ in combination with radiotherapy, including cases of concomitant steroids
administration.




Pneumocystis jirovecii pneumonia

Patients who received concomitant TMZ and RT in a pilot trial for the prolonged 42-day schedule
were shown to be at particular risk for developing Preumocystis jirovecii pneumonia (PCP). Thus,
prophylaxis against PCP is required for all patients receiving concomitant TMZ and RT for the 42-day
regimen (with a maximum of 49 days) regardless of lymphocyte count. If lymphopenia occurs, they
are to continue the prophylaxis until recovery of lymphopenia to grade < 1.

There may be a higher occurrence of PCP when TMZ is administered during a longer dosing regimen.
However, all patients receiving TMZ, particularly patients receiving steroids, should be observed
closely for the development of PCP, regardless of the regimen. Cases of fatal respiratory failure have
been reported in patients using TMZ, in particular in combination with dexamethasone or other 6

teroids.
. &
s Q

Hepatitis due to hepatitis B virus (HBV) reactivation, in some cases resulting i
reported. Experts in liver disease should be consulted before treatment is initi in patients with
positive hepatitis B serology (including those with active disease). During t%ent patients should
be monitored and managed appropriately.

Hepatotoxicity é
Hepatic injury, including fatal hepatic failure, has been repo tients treated with TMZ (see

section 4.8). Baseline liver function tests should be perfor, rior to treatment initiation. If
abnormal, physicians should assess the benefit/risk pri @itiating temozolomide including the
potential for fatal hepatic failure. For patients on a ay treatment cycle liver function tests should
be repeated midway during this cycle. For all patj iver function tests should be checked after
each treatment cycle. For patients with significantliver function abnormalities, physicians should
assess the benefit/risk of continuing treatm iver toxicity may occur several weeks or more after
the last treatment with temozolomide. Q

Malignancies 6

O

Cases of myelodysplastic sy &w and secondary malignancies, including myeloid leukaemia, have
also been reported very gare e section 4.8).

Anti-emetic therapv‘\

\

*
Nausea and vwo 1& are very commonly associated with TMZ.
Anti-emeti vy may be administered prior to or following administration of TMZ.

Adul ts with newly-diagnosed glioblastoma multiforme

Antiemetic prophylaxis is recommended prior to the initial dose of concomitant phase and it is
strongly recommended during the monotherapy phase.

Patients with recurrent or progressive malignant glioma

Patients who have experienced severe (Grade 3 or 4) vomiting in previous treatment cycles may
require anti-emetic therapy.

Laboratory parameters

Patients treated with TMZ may experience myelosuppression, including prolonged pancytopenia,
which may result in aplastic anaemia, which in some cases has resulted in a fatal outcome. In some
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cases, exposure to concomitant medicinal products associated with aplastic anaemia, including
carbamazepine, phenytoin, and sulfamethoxazole/trimethoprim, complicates assessment. Prior to
dosing, the following laboratory parameters must be met: ANC > 1.5 x 10%/1 and platelet count
>100 x 10%/1. A complete blood count should be obtained on Day 22 (21 days after the first dose) or
within 48 hours of that day, and weekly until ANC > 1.5 x 10°/1 and platelet count > 100 x 10%/1. If
ANC falls to < 1.0 x 10%/1 or the platelet count is < 50 x 10°/1 during any cycle, the next cycle should
be reduced one dose level (see section 4.2). Dose levels include 100 mg/m?, 150 mg/m?, and

200 mg/m*. The lowest recommended dose is 100 mg/m?.

Paediatric population

There is no clinical experience with use of TMZ in children under the age of 3 years. Experience,in
older children and adolescents is very limited (see sections 4.2 and 5.1). b

Elderly patients (> 70 years of age) . 66
Elderly patients appear to be at increased risk of neutropenia and thrombocytopenia ared with
younger patients. Therefore, special care should be taken when TMZ is admini elderly
patients. 0’\'

Female patients @

Women of childbearing potential have to use effective contraceptl aV01d pregnancy while they

are receiving TMZ, and for at least 6 months following completi f reatment

Male patients

receiving the last dose and to seek advice on crygCamservation of sperm prior to treatment (see

section 4.6). \
Lactose 0()

This medicinal product contains 1 " Patients with rare hereditary problems of galactose
intolerance, total lactase deﬁci& glucose-galactose malabsorption should not take this medicinal

product . Q
Sodium Q\

Men being treated with TMZ should be advised @ather a child for at least 3 months after

*
This medicinal @Q contains less than 1 mmol sodium (23 mg) per hard capsule, that is to say

essentially Y)K ree’.
45 1 ion with other medicinal products and other forms of interaction
In rate phase I study, administration of TMZ with ranitidine did not result in alterations in the

extent of absorption of temozolomide or the exposure to its active metabolite monomethyl
triazenoimidazole carboxamide (MTIC).

Administration of TMZ with food resulted in a 33 % decrease in Cnax and a 9 % decrease in area
under the curve (AUC).

As it cannot be excluded that the change in Cpay is clinically significant, Temozolomide Sandoz
should be administered without food.

Based on an analysis of population pharmacokinetics in phase II trials, co-administration of
dexamethasone, prochlorperazine, phenytoin, carbamazepine, ondansetron, H» receptor antagonists, or



phenobarbital did not alter the clearance of TMZ. Co-administration with valproic acid was associated
with a small but statistically significant decrease in clearance of TMZ.

No studies have been conducted to determine the effect of TMZ on the metabolism or elimination of
other medicinal products. However, since TMZ does not undergo hepatic metabolism and exhibits
low protein binding, it is unlikely that it would affect the pharmacokinetics of other medicinal
products (see section 5.2).

Use of TMZ in combination with other myelosuppressive agents may increase the likelihood of
myelosuppression.

Paediatric population E
Interaction studies have only been performed in adults. @

*
4.6 Fertility, pregnancy and lactation \6

\\
Prognancy | \\\O

There are no data in pregnant women. In preclinical studies in rats and rabb eiving 150 mg/m?
TMZ, teratogenicity and/or foetal toxicity were demonstrated (see sectio@ - Temozolomide
Sandoz should not be administered to pregnant women. If use during gregitdncy must be considered,
the patient should be apprised of the potential risk to the foetus.

Breast-feeding QQ

It is not known whether TMZ is excreted in human mi@, breast-feeding should be discontinued

while receiving treatment with TMZ. O

Women of childbearing potential Q

Women of childbearing potential haveto gﬁfective contraception to avoid pregnancy while they are
receiving TMZ, and for at least 6 mo lowing completion of treatment.

Male fertility @

contraceptive measure e advised not to father a child for at least 3 months after receiving the
last dose and to sg e on cryoconservation of sperm prior to treatment, because of the
possibility of irr@" le infertility due to therapy with TMZ.

TMZ can have genotoxiaffe . Therefore, men being treated with it should use effective

>
4.7 Effe@ ability to drive and use machines

T\@ inor influence on the ability to drive and use machines due to fatigue and somnolence (see
sec .8)

4.8 Undesirable effects

Summary of the safety profile

Clinical trial experience

In patients treated with TMZ in clinical trials, the most common adverse reactions were nausea,
vomiting, constipation, anorexia, headache, fatigue, convulsions, and rash. Most haematologic
adverse reactions were reported commonly; the frequency of Grade 3-4 laboratory findings is
presented after Table 4.



For patients with recurrent or progressive glioma, nausea (43 %) and vomiting (36 %) were usually
Grade 1 or 2 (0 — 5 episodes of vomiting in 24 hours) and were either self-limiting or readily
controlled with standard anti-emetic therapy. The incidence of severe nausea and vomiting was 4 %.

Tabulated list of adverse reactions

Adverse reactions observed in clinical studies and reported from post-marketing use of TMZ are listed
in Table 4. These reactions are classified according to System Organ Class and frequency. Frequency
groupings are defined according to the following convention:

Very common (> 1/10); Common (> 1/100 to < 1/10); Uncommon (> 1/1,000 to < 1/100); Rare
(>1/10,000 to <1/1,000); Very rare (<1/10,000), Not known: frequency cannot be estimated from the
available data.

Within each frequency grouping, undesirable effects are presented in order of decreasing seri .

&
Table 4. Adverse reactions in patients treated with temozolomide 0
Vo N

Infections and infestations V\\)

Common: Infections, herpes zoster, phary{@ candidiasis oral
N

Uncommon: Opportunistic infection (incl PCP), sepsisT,

meningoencephalitis hergeticT, CMV infection, CMV

reactivation, hepatitis BAdrust, herpes simplex, infection
reactivation, woung Thi&Ction, gastroenteritis®

N
Neoplasm benign, malignant, and unspecified ’\Q 7

Uncommon: MyelodysWsyndrome (MDS), secondary
maligngmeies, including myeloid leukaemia

Blood and lymphatic system disorders 0\,

hd
Common: ile neutropenia, neutropenia, thrombocytopenia,

phopenia, leukopenia, anaemia

Uncommon: Prolonged pancytopenia, aplastic anaemiaf,
pancytopenia, petechiae

Immune system disorders AV

Common: V Allergic reaction
>

\4
Uncommon: M Q Anaphylaxis
e\
Endocrine %s
Comm@n Cushingoid®

Un(@n: Diabetes insipidus

v

Metabolism and nutrition disorders

Very common: Anorexia
Common: Hyperglycaemia
Uncommon: Hypokalaemia, alkaline phosphatase increased

Psychiatric disorders

Common: Agitation, amnesia, depression, anxiety, confusion,
insomnia




Uncommon:

Behaviour disorder, emotional lability, hallucination,
apathy

Nervous system disorders

Very common:

Convulsions, hemiparesis, aphasia/dysphasia, headache

Common: Ataxia, balance impaired, cognition impaired,
concentration impaired, consciousness decreased,
dizziness, hypoesthesia, memory impaired, neurologic
disorder, neuropathy?, paraesthesia, somnolence, speech
disorder, taste perversion, tremor

Uncommon: Status epilepticus, hemiplegia, extrapyramidal disorder
parosmia, gait abnormality, hyperaesthesia, senso
disturbance, coordination abnormal

Eye disorders ¢ 6

y &\
. . . . . . . ‘.

Common: Hemianopia, vision blurred, vision dls(®\ visual field
defect, diplopia, eye pain @

Uncommon: Visual acuity reduced, eyes dry

Ear and labyrinth disorders

Common:

Uncommon:

Deafness', vertigo, tln®earacheg

Hearing impairme eracusis, otitis media

Cardiac disorders

N

O

Uncommon:

Palpltat}g{\

Vascular disorders

‘ . .
Common: ;&gmorrhage, embolism pulmonary, deep vein
\‘\‘[ﬁrombosis, hypertension
Uncommon: \J‘ Cerebral haemorrhage, flushing, hot flushes

Respiratory, thoracic and med'f@al disorders

Common: Q\ Pneumonia, dyspnoea, sinusitis, bronchitis, coughing,
A\ upper respiratory infection
Al
Uncommon: Respiratory failure’, interstitial

N

L

-

pneumonitis/pneumonitis, pulmonary fibrosis, nasal
congestion

isorders

.
Gastromtes@}

Very Diarrhoea, constipation, nausea, vomiting
Corm: Stomatitis, abdominal pain”, dyspepsia, dysphagia
Uncommon: Abdominal distension, faecal incontinence,

gastrointestinal disorder, haemorrhoids, mouth dry

Hepatobiliary disorders

Uncommon:

Hepatic failure’, hepatic injury, hepatitis, cholestasis,

hyperbilirubinemia

Skin and subcutaneous tissue disorders

Very Common:

Rash, alopecia

Common:

Erythema, dry skin, pruritus
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Uncommon: Toxic epidermal necrolysis, Stevens-Johnson syndrome,
angioedema, erythema multiforme, erythroderma, skin
exfoliation, photosensitivity reaction, urticaria,
exanthema, dermatitis, sweating increased, pigmentation
abnormal

Not known: Drug reaction with eosinophilia and systemic symptoms
(DRESS)

Musculoskeletal and connective tissue disorders

Common: Myopathy, muscle weakness, arthralgia, back pain,
musculoskeletal pain, myalgia

Renal and urinary disorders

Common: Micturition frequency, urinary incontinence @

Uncommon: Dysuria A(\

Reproductive system and breast disorders 3&&)
e

Uncommon: Vaginal haemorrhage, menorrhagia} norrhoea,
vaginitis, breast pain, impotep&

General disorders and administration site conditions ¢

. AY
Very common: Fatigue @
Y g A

Common: Fever, influenzash ptoms, asthenia, malaise, pain,

oedema, oed eripheral'

Uncommon: Condition a ated, rigors, face oedema, tongue
discologifation, thirst, tooth disorder
Investigations 0\1
Common: r enzymes elevation’, weight decreased, weight
increased
Uncommon: h Gamma-glutamyltransferase increased
N
Injury, poisoning and procedu plications
A .. ..
Common: Q Radiation injury*
Includes pharyngltls aryngeal pharyngitis, pharyngitis Streptococcal
® Includes gastroent astroenteritis viral
‘Includes cushl ushing syndrome
4 Includes y, peripheral neuropathy, polyneuropathy, peripheral sensory neuropathy,

peripheral
“Include

neuropathy

impairment, eye disorder

afness, deafness bilateral, deafness neurosensory, deafness unilateral

s earache, ear discomfort

"Inclitdes abdominal pain, abdominal pain lower, abdominal pain upper, abdominal discomfort
Tncludes oedema peripheral, peripheral swelling

JIncludes liver function test increased, alanine aminotransferase increased, aspartate aminotransferase
increased, hepatic enzymes increased

¥ Includes radiation injury, radiation skin injury

TIncluding cases with fatal outcome

Newly-diagnosed glioblastoma multiforme

Laboratory results

Myelosuppression (neutropenia and thrombocytopenia), which is known dose-limiting toxicity for
most cytotoxic agents, including TMZ, was observed. When laboratory abnormalities and adverse

10



events were combined across concomitant and monotherapy treatment phases, Grade 3 or Grade 4
neutrophil abnormalities including neutropenic events were observed in 8 % of the patients. Grade 3
or Grade 4 thrombocyte abnormalities, including thrombocytopenic events were observed in 14 % of
the patients who received TMZ.

Recurrent or progressive malignant glioma

Laboratory results

Grade 3 or 4 thrombocytopenia and neutropenia occurred in 19 % and 17 % respectively, of patients
treated for malignant glioma. This led to hospitalisation and/or discontinuation of TMZ in 8 % and

4 %, respectively. Myelosuppression was predictable (usually within the first few cycles, with t

nadir between Day 21 and Day 28), and recovery was rapid, usually within 1-2 weeks. No evid of
cumulative myelosuppression was observed. The presence of thrombocytopenia may increas sk
of bleeding, and the presence of neutropenia or leukopenia may increase the risk of infe,ct%

Gender OK\

In a population pharmacokinetics analysis of clinical trial experience there We@female and
169 male subjects for whom nadir neutrophil counts were available and 110«female and 174 male
subjects for whom nadir platelet counts were available. There were high of Grade 4
neutropenia (ANC < 0.5 x 10%/1), 12 % vs 5 %, and thrombocytopeniag< 20’x 10%/1), 9 % vs 3 %, in
women vs men in the first cycle of therapy. In a 400 subject recurré&oma data set, Grade 4

neutropenia occurred in 8 % of female vs 4 % of male subjects de 4 thrombocytopenia in 8 %
of female vs 3 % of male subjects in the first cycle of therap@udy of 288 subjects with
newly-diagnosed glioblastoma multiforme, Grade 4 neutr ia occurred in 3 % of female vs 0 % of
male subjects and Grade 4 thrombocytopenia in 1 % ONK e vs 0 % of male subjects in the first
cycle of therapy. O

Paediatric population ’\'Q

Oral TMZ has been studied in paediatric @1‘[5 (age 3-18 years) with recurrent brainstem glioma or
recurrent high grade astrocytoma, in iinen administered daily for 5 days every 28 days. Although
the data is limited, tolerance in childgenjis expected to be the same as in adults. The safety of TMZ in
children under the age of 3 yea&ot been established.

Reporting of suspected‘ vrsezreactions

Reporting suspec’tx%ferse reactions after authorisation of the medicinal product is important. It
allows continue@ itoring of the benefit/risk balance of the medicinal product. Healthcare
professiona \ sked to report any suspected adverse reactions via the national reporting system
listed in ix V.

4.®erdose

Doses of 500, 750, 1,000, and 1,250 rng/m2 (total dose per cycle over 5 days) have been evaluated
clinically in patients. Dose-limiting toxicity was haematological and was reported with any dose but is
expected to be more severe at higher doses. An overdose of 10,000 mg (total dose in a single cycle,
over 5 days) was taken by one patient and the adverse reactions reported were pancytopenia, pyrexia,
multi-organ failure and death. There are reports of patients who have taken the recommended dose for
more than 5 days of treatment (up to 64 days) with adverse events reported including bone marrow
suppression, with or without infection, in some cases severe and prolonged and resulting in death. In
the event of an overdose, haematological evaluation is needed. Supportive measures should be
provided as necessary.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents - Other alkylating agents, ATC code: LO1AX03

Mechanism of action

Temozolomide is a triazene, which undergoes rapid chemical conversion at physiologic pH to the

active monomethyl triazenoimidazole carboxamide (MTIC). The cytotoxicity of MTIC is thought to
be due primarily to alkylation at the O° position of guanine with additional alkylation also occurring
at the N’ position. Cytotoxic lesions that develop subsequently are thought to involve aberrant repair
of the methyl adduct. 6

Clinical efficacy and safety . @
&

Newly-diagnosed glioblastoma multiforme O

A total of 573 patients were randomised to receive either TMZ + RT (n=287) @Q@ﬂone (n=286).
Patients in the TMZ + RT arm received concomitant TMZ (75 mg/m?) once%/, starting the first
day of RT until the last day of RT, for 42 days (with a maximum of 49 d is was followed by
monotherapy TMZ (150-200 mg/m?) on Days 1-5 of every 28-day cygle forup to 6 cycles, starting
4 weeks after the end of RT. Patients in the control arm received R@E‘y. Pneumocystis jirovecii
pneumonia (PCP) prophylaxis was required during RT and co MZ therapy.

TMZ was administered as salvage therapy in the follow-Lﬁse in 161 patients of the 282 (57 %) in
the RT alone arm, and 62 patients of the 277 (22 %) in Z + RT arm.

p <0.0001 in favour of the TMZ arm. The estim probability of surviving 2 years or more (26 %
vs 10 %) is higher for the RT + TMZ arm. ition of concomitant TMZ to RT, followed by
TMZ monotherapy in the treatment of pati with newly-diagnosed glioblastoma multiforme
demonstrated a statistically signiﬁcab vement in overall survival (OS) compared with RT alone

(Figure 1). O
Q ITT Pc;pulation: Overall Survival
«
1.0 \Y

HR (95% C.l.) =1.59 (1.33 - 1.91)
0.9 log-rank p-value < .0001

o8], \
O

The hazard ratio (HR) for overall survival was 1 ?@ % CI for HR=1.33-1.91) with a log-rank
e
adi

0.7

3
@5 >
o

0.4- A\

0.3

&
E—— RT+TMZ
0.2 m_ﬁ_%m‘ﬂa——v-o—e—oe—a———-e
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Figure 1 Kaplan-Meier curves for overall survival (intent-to-treat population)
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The results from the trial were not consistent in the subgroup of patients with a poor performance
status (WHO PS=2, n=70), where overall survival and time to progression were similar in both arms.
However, no unacceptable risks appear to be present in this patient group.

Recurrent or progressive malignant glioma

Data on clinical efficacy in patients with glioblastoma multiforme (Karnofsky performance status
[KPS] > 70), progressive or recurrent after surgery and RT, were based on two clinical trials with oral
TMZ. One was a non-comparative trial in 138 patients (29 % received prior chemotherapy), and the
other was a randomised active-controlled trial of TMZ vs procarbazine in a total of 225 patients (67 %
received prior treatment with nitrosourea based chemotherapy). In both trials, the primary endpoint
was progression-free survival (PFS) defined by MRI scans or neurological worsening. In the
non-comparative trial, the PFS at 6 months was 19 %, the median progression-free survival W&SQ
2.1 months, and the median overall survival 5.4 months. The objective response rate (ORR) n

MRI scans was 8 %. . 6
In the randomised active-controlled trial, the PFS at 6 months was significantly gre r TMZ than
for procarbazine (21 % vs 8 %, respectively — chi-square p = 0.008) with medi 2.89 and

.66 months for
n of surviving
ocarbazine arm (44 %)
icated in those with a

1.88 months respectively (log rank p = 0.0063). The median survival was 7.3
TMZ and procarbazine, respectively (log rank p = 0.33). At 6 months, the frac
patients was significantly higher in the TMZ arm (60 %) compared with
(chi-square p = 0.019). In patients with prior chemotherapy a benefit Qs 1

KPS > 80. @

Data on time to worsening of neurological status favoured T procarbazine as did data on time
to worsening of performance status (decrease to a KPS of, or a decrease by at least 30 points).
The median times to progression in these endpoints I’alk m 0.7 to 2.1 months longer for TMZ
than for procarbazine (log rank p =< 0.01 to 0.03). O

Recurrent anaplastic astrocytoma Q

In a multicentre, prospective phase II tri ating the safety and efficacy of oral TMZ in the
treatment of patients with anaplasti étoma at first relapse, the 6 month PFS was 46 %. The
median PFS was 5.4 months. Medla\‘erall survival was 14.6 months. Response rate, based on the
central reviewer assessment, w 0 (13 CR and 43 PR) for the intent-to-treat population (ITT)
n=162. In 43 patients stable discase was reported. The 6-month event-free survival for the ITT
population was 44 % wi ian event-free survival of 4.6 months, which was similar to the results
for the progression-fre ival. For the eligible histology population, the efficacy results were
similar. Achieving gical objective response or maintaining progression-free status was
strongly associaté\ ith maintained or improved quality of life.

Paediatric p on

as been studied in paediatric patients (age 3-18 years) with recurrent brainstem glioma or
high grade astrocytoma, in a regimen administered daily for 5 days every 28 days. Tolerance
is similar to adults.

5.2 Pharmacokinetic properties

TMZ is spontaneously hydrolyzed at physiologic pH primarily to the active species,
3-methyl-(triazen- 1-yl)imidazole-4-carboxamide (MTIC). MTIC is spontaneously hydrolyzed to
5-amino-imidazole-4-carboxamide (AIC), a known intermediate in purine and nucleic acid
biosynthesis, and to methylhydrazine, which is believed to be the active alkylating species. The
cytotoxicity of MTIC is thought to be primarily due to alkylation of DNA mainly at the O° and

N’ positions of guanine. Relative to the AUC of TMZ, the exposure to MTIC and AIC is ~ 2.4 % and
23 %, respectively. In vivo, the t;» of MTIC was similar to that of TMZ, 1.8 hr.
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Absorption

After oral administration to adult patients, TMZ is absorbed rapidly with peak concentrations reached
as early as 20 minutes post-administration (mean time between 0.5 and 1.5 hours). After oral
administration of '*C-labelled TMZ, mean faecal excretion of '“C over 7 days post-dose was 0.8 %
indicating complete absorption.

Distribution

TMZ demonstrates low protein binding (10 % to 20 %), and thus it is not expected to interact with
highly protein-bound substances.

PET studies in humans and preclinical data suggest that TMZ crosses the blood-brain barrier rapidly
and is present in the CSF. CSF penetration was confirmed in one patient; CSF exposure based %
AUC of TMZ was approximately 30 % of that in plasma, which is consistent with animal da@

&

Elimination K

The half-life (i) in plasma is approximately 1.8 hours. The major route of 14Cwion is renal.
Following oral administration, approximately 5 % to 10 % of the dose is recoy&ed,unchanged in the
urine over 24 hours, and the remainder excreted as temozolomide acid,
5-aminoimidazole-4-carboxamide (AIC) or unidentified polar metabolite@

Plasma concentrations increase in a dose-related manner. Plasma c@nce, volume of distribution
and half-life are independent of dose.

Special populations OQ 2

Analysis of population-based pharmacokinetics of révealed that plasma TMZ clearance was
independent of age, renal function or tobacco us jﬁeparate pharmacokinetic study, plasma
pharmacokinetic profiles in patients with mild to erate hepatic impairment were similar to those
observed in patients with normal hepatic funchi

Paediatric patients had a higher AU ult patients; however, the maximum tolerated dose
(MTD) was 1,000 mg/m? per cycle in children and in adults.

5.3 Preclinical safety dat‘s
2

Single-cycle (5-day dosi 3 days non-treatment), 3- and 6-cycle toxicity studies were conducted in
rats and dogs. The pgi targets of toxicity included the bone marrow, lymphoreticular system,
testes, the gastro tifal tract and, at higher doses, which were lethal to 60 % to 100 % of rats and
dogs tested, d@ﬁon of the retina occurred. Most of the toxicity showed evidence of reversibility,

except for events on the male reproductive system and retinal degeneration. However,
because es implicated in retinal degeneration were in the lethal dose range, and no comparable
effec en observed in clinical studies, this finding was not considered to have clinical relevance.

TMZNis an embryotoxic, teratogenic and genotoxic alkylating agent. TMZ is more toxic to the rat and
dog than to humans, and the clinical dose approximates the minimum lethal dose in rats and dogs.
Dose-related reductions in leukocytes and platelets appear to be sensitive indicators of toxicity. A
variety of neoplasms, including mammary carcinomas, keratocanthoma of the skin and basal cell
adenoma were observed in the 6-cycle rat study while no tumours or pre-neoplastic changes were
evident in dog studies. Rats appear to be particularly sensitive to oncogenic effects of TMZ, with the
occurrence of first tumours within 3 months of initiating dosing. This latency period is very short even
for an alkylating agent.

Results of the Ames/salmonella and Human Peripheral Blood Lymphocyte (HPBL) chromosome
aberration tests showed a positive mutagenicity response.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule contents:

Anhydrous lactose

Colloidal anhydrous silica
Sodium starch glycolate type A
Tartaric acid

Stearic acid

Capsule shell: 6
Gelatin @
Titanium dioxide (E 171) . 6

Yellow iron oxide (E 172)

Indigo carmine (E 132) é

Water Q
Printing ink: 0\'
Shellac @

Black iron oxide (E 172)

Potassium hydroxide é
6.2 Incompatibilities QQ
Not applicable. \O

6.3  Shelf life Q
2 years \
O

6.4 Special precautions for storz&Q
Bottle @

Do not store above 25 °C

Store in the original pac ang

Keep the bottles tightly, ed th order to protect from moisture.
Sachet ?

Do not store ab X

65 N nd contents of container

B%s N

TypeNIl amber glass bottle with polypropylene child-resistant closure containing 5 or 20 hard
capsules.

The bottles contain a desiccant pouch.

The carton contains one bottle.

Sachet

Polyester/aluminium/polyethylene (PET/alu/PE) sachet.

Each sachet contains 1 hard capsule.

Pack-size of 5 or 20 hard capsules individually sealed in sachets.

Not all pack sizes may be marketed.
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6.6  Special precautions for disposal and other handling

Capsules should not be opened. If a capsule becomes damaged, contact of the powder contents with
skin or mucous membrane must be avoided. If Temozolomid Sandoz comes into contact with skin or
mucosa, it should be washed immediately and thoroughly with soap and water.

Patients should be advised to keep capsules out of the sight and reach of children, preferably in a
locked cupboard. Accidental ingestion can be lethal for children.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER é
Sandoz GmbH . 66
Biochemiestra3e 10 \

- dl K
Auswia \QO
N

8. MARKETING AUTHORISATION NUMBER(S) @

EU/1/10/617/025

EU/1/10/617/001 é

EU/1/10/617/002 Q

EU/1/10/617/026 OQ

9. DATE OF FIRST AUTHORISATION/ AL OF THE AUTHORISATION
Date of first authorisation: 15 March 2010

Date of latest renewal: 19 November 2(%()

10. DATE OF REVISION {@{E TEXT

{MM/YYYY}
\Q

Detailed informatio @s medicinal product is available on the website of the European Medicines
Agency (EMA) @ww.ema.europa.eu/

*

O
@@
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1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 20 mg hard capsules

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 20 mg of temozolomide.

Excipient with known effect:
Each hard capsule contains 14.6 mg of anhydrous lactose.

For the full list of excipients, see section 6.1. é

3. PHARMACEUTICAL FORM

Hard capsule (capsule). ®

The hard capsules have a white coloured body, a yellow coloured cap, and a@mrinted with black
ink. The cap is imprinted with “TMZ”. The body is imprinted with “20”.

Each capsule is approximately 11.4 mm in length. é
4, CLINICAL PARTICULARS OQ

4.1 Therapeutic indications O

adult patients with newly-diagnosed astoma multiforme concomitantly with radiotherapy

Temozolomide Sandoz is indicated for the t eatﬂ@of:
(RT) and subsequently as monothz&atment,

children from the age of three dolescents and adult patients with malignant glioma, such

as glioblastoma multiforme lastic astrocytoma, showing recurrence or progression after
standard therapy. 6

4.2 Posology and eth@f administration

Temozolomide San uld only be prescribed by physicians experienced in the oncological
treatment of braif.

rs
>
Anti—emeti% y may be administered (see section 4.4).

Poso

Adultpatients with newly-diagnosed glioblastoma multiforme

Temozolomide Sandoz is administered in combination with focal radiotherapy (concomitant phase)
followed by up to 6 cycles of temozolomide (TMZ) monotherapy (monotherapy phase).

Concomitant phase

TMZ is administered orally at a dose of 75 mg/m? daily for 42 days concomitant with focal
radiotherapy (60 Gy administered in 30 fractions). No dose reductions are recommended, but delay or
discontinuation of TMZ administration should be decided weekly according to haematological and
non-haematological toxicity criteria. TMZ administration can be continued throughout the 42 day
concomitant period (up to 49 days) if all of the following conditions are met:
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- absolute neutrophil count (ANC) > 1.5 x 10%/1

- thrombocyte count > 100 x 10%/1

- common toxicity criteria (CTC) non-haematological toxicity < Grade 1 (except for alopecia,
nausea and vomiting).

During treatment a complete blood count should be obtained weekly. TMZ administration should be
temporarily interrupted or permanently discontinued during the concomitant phase according to the
haematological and non-haematological toxicity criteria as noted in Table 1.

Table 1.TMZ dosing interruption or discontinuation during concomitant radiotherapy and TMZ

Toxicity TMZ interruption® TMZ discontinuation
Absolute neutrophil count >0.5and < 1.5 x 10%/1 <0.5x 10%1
Thrombocyte count >10 and < 100 x 10%/1 <10x 10%/1 e\
CTC non-haematological toxicity e
(except for alopecia, nausea, vomiting) | CTC Grade 2 CTC Grade 3 or 4C~

a:  Treatment with concomitant TMZ can be continued when all of the following conditions are met: al ONt?ﬁeutrophil
count > 1.5 x 10%/1; thrombocyte count > 100 x 10%/1; CTC non-haematological toxicity < Grade G pt for alopecia,

nausea, vomiting). Q

Monotherapy phase 0

Four weeks after completing the TMZ + RT concomitant phase, TMZ js %nistered for up to

6 cycles of monotherapy treatment. Dose in Cycle 1 (monotherapy)is %50 mg/m? once daily for

5 days followed by 23 days without treatment. At the start of Cy, mhe dose is escalated to

200 mg/m? if the CTC non-haematological toxicity for Cycle %ﬂde <2 (except for alopecia,
nausea and vomiting), absolute neutrophil count (ANC) is > °/1, and the thrombocyte count is
> 100 x 10%1. If the dose was not escalated at Cycle 2, ion should not be done in subsequent
cycles. Once escalated, the dose remains at 200 mg/mzi)x ay for the first 5 days of each subsequent
cycle except if toxicity occurs. Dose reductions an ontinuations during the monotherapy phase
should be applied according to Tables 2 and 3.

During treatment a complete blood count shoyld be obtained on Day 22 (21 days after the first dose of
TMZ). The dose should be reduced o inistration discontinued according to Table 3.

Table 2. TMZ dose levels for mo @ grapy treatment
Dose level 7 Dose Remarks
"\ (nlg/m?day)
-1 /100 Reduction for prior toxicity
. 150 Dose during Cycle 1
1 . C ‘\‘ 200 Dose during Cycles 2-6 in absence of toxicity
AN\
Table 3 dose reduction or discontinuation during monotherapy treatment
N
$\ Toxicity Reduce TMZ by 1 dose Discontinue TMZ
level®
Absolute neutrophil count <1.0x 10%/1 See footnote b
Thrombocyte count <50x 10%1 See footnote b
CTC non-haematological Toxicity
(except for alopecia, nausea, CTC Grade 3 CTC Grade 4°
vomiting)

a: TMZ dose levels are listed in Table 2.

b: TMZ is to be discontinued if:

dose level -1 (100 mg/m?) still results in unacceptable toxicity

the same Grade 3 non-haematological toxicity (except for alopecia, nausea, vomiting)
recurs after dose reduction.

Adult and paediatric patients 3 years of age or older with recurrent or progressive malignant glioma
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A treatment cycle comprises 28 days. In patients previously untreated with chemotherapy, TMZ is
administered orally at a dose of 200 mg/m? once daily for the first 5 days followed by a 23 day
treatment interruption (total of 28 days). In patients previously treated with chemotherapy, the initial
dose is 150 mg/m? once daily, to be increased in the second cycle to 200 mg/m? once daily, for 5 days
if there is no haematological toxicity (see section 4.4).

Special populations

Paediatric population

In patients 3 years of age or older, TMZ is only to be used in recurrent or progressive malignant
glioma. Experience in these children is very limited (see sections 4.4 and 5.1). The safety and e%@y
of TMZ in children under the age of 3 years have not been established. No data are available@

9
Patients with hepatic or renal impairment \

The pharmacokinetics of TMZ were comparable in patients with normal hepati n and in those
with mild or moderate hepatic impairment. No data are available on the admi 5&' ion of TMZ in
patients with severe hepatic impairment (Child’s Class C) or with renal impajrfaent. Based on the
pharmacokinetic properties of TMZ, it is unlikely that dose reductions ar ired in patients with
severe hepatic impairment or any degree of renal impairment. Howevgr, cadtion should be exercised
when TMZ is administered in these patients. {

Elderly patients QQ

Based on a population pharmacokinetic analysis in pati Q)-78 years of age, clearance of TMZ is
not affected by age. However, elderly patients (@rs of age) appear to be at increased risk of

neutropenia and thrombocytopenia (see section 4,4)

Method of administration \
Temozolomide Sandoz hard capsule @1 be administered in the fasting state.

The capsules must be swallowe le with a glass of water and must not be opened or chewed.

If vomiting occurs after %@ is administered, a second dose should not be administered that day.

4.3 Contraindic@'

*
Hypersensitivit@w active substance or to any of the excipients listed in section 6.1.

Hyperse@@r to dacarbazine (DTIC).

Se@yelosuppression (see section 4.4).
4

4 Special warnings and precautions for use

Opportunistic infections and reactivation of infections

Opportunistic infections (such as Prneumocystis jirovecii pneumonia) and reactivation of infections
(such as HBV, CMV) have been observed during the treatment with TMZ (see section 4.8).

Meningoencephalitis herpetic
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In post marketing cases, meningoencephalitis herpetic (including fatal cases) has been observed in
patients receiving TMZ in combination with radiotherapy, including cases of concomitant steroids
administration.

Pneumocystis jirovecii pneumonia

Patients who received concomitant TMZ and RT in a pilot trial for the prolonged 42-day schedule
were shown to be at particular risk for developing Pneumocystis jirovecii pneumonia (PCP). Thus,
prophylaxis against PCP is required for all patients receiving concomitant TMZ and RT for the 42-day
regimen (with a maximum of 49 days) regardless of lymphocyte count. If lymphopenia occurs, they
are to continue the prophylaxis until recovery of lymphopenia to grade < 1.

There may be a higher occurrence of PCP when TMZ is administered during a longer dosing
However, all patients receiving TMZ, particularly patients receiving steroids, should be obsekye
closely for the development of PCP, regardless of the regimen. Cases of fatal respirato @e have
been reported in patients using TMZ, in particular in combination with dexamethasone'er other

steroids.
HBV §

Hepatitis due to hepatitis B virus (HBV) reactivation, in some cases resu@in death, has been
reported. Experts in liver disease should be consulted before treatmerityis initiated in patients with
positive hepatitis B serology (including those with active disease). ing treatment patients should
be monitored and managed appropriately. Q

Hepatotoxicity \OQ

Hepatic injury, including fatal hepatic failure, has reported in patients treated with TMZ (see
section 4.8). Baseline liver function tests should@ formed prior to treatment initiation. If
abnormal, physicians should assess the benefit/risk prior to initiating temozolomide including the
potential for fatal hepatic failure. For patie a 42 day treatment cycle liver function tests should
be repeated midway during this cycle. ]@ atients, liver function tests should be checked after
each treatment cycle. For patients wi ificant liver function abnormalities, physicians should
assess the benefit/risk of continui tment. Liver toxicity may occur several weeks or more after
the last treatment with temozol

Malignancies \ Q

Cases of myelodys asyndrome and secondary malignancies, including myeloid leukaemia, have
also been report@ rarely (see section 4.8).
*

Anti-emeti@pv

Naus vomiting are very commonly associated with TMZ.
Anfig®metic therapy may be administered prior to or following administration of TMZ.

Adult patients with newly-diagnosed glioblastoma multiforme

Anti-emetic prophylaxis is recommended prior to the initial dose of concomitant phase and it is
strongly recommended during the monotherapy phase.

Patients with recurrent or progressive malignant glioma

Patients who have experienced severe (Grade 3 or 4) vomiting in previous treatment cycles may
require anti-emetic therapy.
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Laboratory parameters

Patients treated with TMZ may experience myelosuppression, including prolonged pancytopenia,
which may result in aplastic anaemia, which in some cases has resulted in a fatal outcome. In some
cases, exposure to concomitant medicinal products associated with aplastic anaemia, including
carbamazepine, phenytoin, and sulfamethoxazole/trimethoprim, complicates assessment. Prior to
dosing, the following laboratory parameters must be met: ANC > 1.5 x 10%/1 and platelet count
>100 x 10%/1. A complete blood count should be obtained on Day 22 (21 days after the first dose) or
within 48 hours of that day, and weekly until ANC > 1.5 x 10°/1 and platelet count > 100 x 10°%/1. If
ANC falls to < 1.0 x 10°/1 or the platelet count is < 50 x 10%/1 during any cycle, the next cycle should
be reduced one dose level (see section 4.2). Dose levels include 100 mg/m?, 150 mg/m?, and

200 mg/m?. The lowest recommended dose is 100 mg/m?. é

Paediatric population

L 2
There is no clinical experience with use of TMZ in children under the age of 3 years. }@@nce in

older children and adolescents is very limited (see sections 4.2 and 5.1). O
Elderly patients (> 70 years of age) ®
Elderly patients appear to be at increased risk of neutropenia and thromb enia, compared with

younger patients. Therefore, special care should be taken when TMZ '{ad inistered in elderly
patients.

Female patients Q

Women of childbearing potential have to use effectiveo ption to avoid pregnancy while they
are receiving TMZ, and for at least 6 months following letion of treatment.

O
Male patients \Q

Men being treated with TMZ should be&d not to father a child for at least 3 months after

receiving the last dose and to seek advicd@n cryoconservation of sperm prior to treatment (see

section 4.6). O

Lactose K

This medicinal produc ins lactose. Patients with rare hereditary problems of galactose

intolerance, total 1 eficiency or glucose-galactose malabsorption should not take this medicinal
roduct .

O

Sodium \

This nal product contains less than 1 mmol sodium (23 mg) per hard capsule, that is to say
tally ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

In a separate phase I study, administration of TMZ with ranitidine did not result in alterations in the
extent of absorption of temozolomide or the exposure to its active metabolite monomethyl
triazenoimidazole carboxamide (MTIC).

Administration of TMZ with food resulted in a 33 % decrease in Cpax and a 9 % decrease in area
under the curve (AUC).

As it cannot be excluded that the change in Cpax s clinically significant, Temozolomide Sandoz
should be administered without food.
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Based on an analysis of population pharmacokinetics in phase II trials, co-administration of
dexamethasone, prochlorperazine, phenytoin, carbamazepine, ondansetron, H» receptor antagonists, or
phenobarbital did not alter the clearance of TMZ. Co-administration with valproic acid was associated
with a small but statistically significant decrease in clearance of TMZ.

No studies have been conducted to determine the effect of TMZ on the metabolism or elimination of
other medicinal products. However, since TMZ does not undergo hepatic metabolism and exhibits
low protein binding, it is unlikely that it would affect the pharmacokinetics of other medicinal
products (see section 5.2).

Use of TMZ in combination with other myelosuppressive agents may increase the likelihood of
myelosuppression. é

Paediatric population . 62

Interaction studies have only been performed in adults. é

4.6  Fertility, pregnancy and lactation §

Pregnancy @

There are no data in pregnant women. In preclinical studies in rats bbits receiving 150 mg/m?
TMZ, teratogenicity and/or foetal toxicity were demonstrated ( ion 5.3). Temozolomide
Sandoz should not be administered to pregnant women. If us pregnancy must be considered,

the patient should be apprised of the potential risk to the %

Breast-feeding O

It is not known whether TMZ is excreted in hum ilk; thus, breast-feeding should be discontinued
while receiving treatment with TMZ.

Women of childbearing potential Q

Women of childbearing potenti u Ve to use effective contraception to avoid pregnancy while they
are receiving TMZ, and for t 6 months following completion of treatment.

Male fertility

contracepti res and be advised not to father a child for at least 3 months after receiving the
last dose a k advice on cryoconservation of sperm prior to treatment, because of the
possi 11@ rreversible infertility due to therapy with TMZ.

TMZ can haV @ X1C effects Therefore, men being treated with it should use effective
ee

4. ffects on ability to drive and use machines

TMZ has minor influence on the ability to drive and use machines due to fatigue and somnolence (see
section 4.8).

4.8 Undesirable effects
Summary of the safety profile

Clinical trial experience

In patients treated with TMZ in clinical trials, the most common adverse reactions were nausea,
vomiting, constipation, anorexia, headache, fatigue, convulsions, and rash. Most haematologic
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adverse reactions were reported commonly; the frequency of Grade 3-4 laboratory findings is
presented after Table 4.

For patients with recurrent or progressive glioma, nausea (43 %) and vomiting (36 %) were usually
Grade 1 or 2 (0 — 5 episodes of vomiting in 24 hours) and were either self-limiting or readily
controlled with standard anti-emetic therapy. The incidence of severe nausea and vomiting was 4 %.

Tabulated list of adverse reactions

Adverse reactions observed in clinical studies and reported from post-marketing use of TMZ are listed
in Table 4. These reactions are classified according to System Organ Class and frequency. Frequency
groupings are defined according to the following conventionVery common (> 1/10); Common

(= 1/100 to < 1/10); Uncommon (> 1/1,000 to < 1/100); Rare (=1/10,000 to <1/1,000); Very rar
(<1/10,000), Not known: frequency cannot be estimated from the available data. 6

Within each frequency grouping, undesirable effects are presented in order of decreasing g€tiowsness.

Table 4. Adverse reactions in patients treated with temozolomide O’K

P _

. . . N
Infections and infestations
R\

Common: Infections, herpes zoster, ph@s‘*, candidiasis oral
Uncommon: Opportunistic infection (icluding PCP), sepsisf,
meningoencephalitis ict, CMV infection, CMV

reactivation, hepati irust, herpes simplex, infection
reactivation, w ction, gas‘[roenteri‘[isb

Neoplasm benign, malignant, and unspecified \O\
Uncommon: Myelo la%tic syndrome (MDS), secondary
mali es, including myeloid leukaemia
A
Blood and lymphatic system disorders \\
Common: NERbrile neutropenia, neutropenia, thrombocytopenia,
AO‘ lymphopenia, leukopenia, anaemia
Uncommon: O Prolonged pancytopenia, aplastic anaemiaf,
pancytopenia, petechiae

A
Immune system disordeQ Q

g

Common: Q\ Allergic reaction

*

\\ Anaphylaxis

Uncommon:
AN

Endocri ) ders

Co% \ Cushingoid®
Uncommon: Diabetes insipidus

Metabolism and nutrition disorders

Very common: Anorexia
Common: Hyperglycaemia
Uncommon: Hypokalaemia, alkaline phosphatase increased

Psychiatric disorders

Common: Agitation, amnesia, depression, anxiety, confusion,
insomnia
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Uncommon:

Behaviour disorder, emotional lability, hallucination,
apathy

Nervous system disorders

Very common:

Convulsions, hemiparesis, aphasia/dysphasia, headache

Common: Ataxia, balance impaired, cognition impaired,
concentration impaired, consciousness decreased,
dizziness, hypoesthesia, memory impaired, neurologic
disorder, neuropathy?, paraesthesia, somnolence, speech
disorder, taste perversion, tremor

Uncommon: Status epilepticus, hemiplegia, extrapyramidal disorder
parosmia, gait abnormality, hyperaesthesia, senso
disturbance, coordination abnormal

Eye disorders ¢ 6

y &\
. . . . . . . ‘.

Common: Hemianopia, vision blurred, vision dls(®\ visual field
defect, diplopia, eye pain @

Uncommon: Visual acuity reduced, eyes dry

Ear and labyrinth disorders

Common:

Uncommon:

Deafness', vertigo, tln®earacheg

Hearing impairme eracusis, otitis media

Cardiac disorders

N

O

Uncommon:

Palpltat}g{\

Vascular disorders

‘ . .
Common: ;&gmorrhage, embolism pulmonary, deep vein
\‘\‘[ﬁrombosis, hypertension
Uncommon: \J‘ Cerebral haemorrhage, flushing, hot flushes

Respiratory, thoracic and med'f@al disorders

Common: Q\ Pneumonia, dyspnoea, sinusitis, bronchitis, coughing,
A\ upper respiratory infection
Al
Uncommon: Respiratory failure’, interstitial

N

L

-

pneumonitis/pneumonitis, pulmonary fibrosis, nasal
congestion

isorders

.
Gastromtes@}

Very Diarrhoea, constipation, nausea, vomiting
Corm: Stomatitis, abdominal pain”, dyspepsia, dysphagia
Uncommon: Abdominal distension, faecal incontinence,

gastrointestinal disorder, haemorrhoids, mouth dry

Hepatobiliary disorders

Uncommon:

Hepatic failure’, hepatic injury, hepatitis, cholestasis,

hyperbilirubinemia

Skin and subcutaneous tissue disorders

Very Common:

Rash, alopecia

Common:

Erythema, dry skin, pruritus
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Uncommon: Toxic epidermal necrolysis, Stevens-Johnson syndrome,
angioedema, erythema multiforme, erythroderma, skin
exfoliation, photosensitivity reaction, urticaria,
exanthema, dermatitis, sweating increased, pigmentation
abnormal

Not known: Drug reaction with eosinophilia and systemic symptoms
(DRESS)

Musculoskeletal and connective tissue disorders

Common: Myopathy, muscle weakness, arthralgia, back pain,
musculoskeletal pain, myalgia

Renal and urinary disorders

Common: Micturition frequency, urinary incontinence @

Uncommon: Dysuria A(\

Reproductive system and breast disorders 3&&)
e

Uncommon: Vaginal haemorrhage, menorrhagia} norrhoea,
vaginitis, breast pain, impotep&

General disorders and administration site conditions ¢

. AY
Very common: Fatigue @
Y g A

Common: Fever, influenzash ptoms, asthenia, malaise, pain,

oedema, oed eripheral'

Uncommon: Condition a ated, rigors, face oedema, tongue
discologifation, thirst, tooth disorder
Investigations 0\1
Common: r enzymes elevation’, weight decreased, weight
increased
Uncommon: h Gamma-glutamyltransferase increased
N
Injury, poisoning and procedu plications
A .. ..
Common: Q Radiation injury*
Includes pharyngltls aryngeal pharyngitis, pharyngitis Streptococcal
® Includes gastroent astroenteritis viral
‘Includes cushl ushing syndrome
4 Includes y, peripheral neuropathy, polyneuropathy, peripheral sensory neuropathy,

peripheral
“Include

neuropathy

impairment, eye disorder

afness, deafness bilateral, deafness neurosensory, deafness unilateral

s earache, ear discomfort

"Inclitdes abdominal pain, abdominal pain lower, abdominal pain upper, abdominal discomfort
Tncludes oedema peripheral, peripheral swelling

JIncludes liver function test increased, alanine aminotransferase increased, aspartate aminotransferase
increased, hepatic enzymes increased

¥ Includes radiation injury, radiation skin injury

TIncluding cases with fatal outcome

Newly-diagnosed glioblastoma multiforme

Laboratory results
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Myelosuppression (neutropenia and thrombocytopenia), which is known dose-limiting toxicity for
most cytotoxic agents, including TMZ, was observed. When laboratory abnormalities and adverse
events were combined across concomitant and monotherapy treatment phases, Grade 3 or Grade 4
neutrophil abnormalities including neutropenic events were observed in 8 % of the patients. Grade 3
or Grade 4 thrombocyte abnormalities, including thrombocytopenic events were observed in 14 % of
the patients who received TMZ.

Recurrent or progressive malignant glioma

Laboratory results

Grade 3 or 4 thrombocytopenia and neutropenia occurred in 19 % and 17 % respectively, of patignts
treated for malignant glioma. This led to hospitalisation and/or discontinuation of TMZ in 8 %
4 %, respectively. Myelosuppression was predictable (usually within the first few cycles, wi
nadir between Day 21 and Day 28), and recovery was rapid, usually within 1-2 weeks. N
cumulative myelosuppression was observed. The presence of thrombocytopenia may ii‘
of bleeding, and the presence of neutropenia or leukopenia may increase the risk of i ion.

Gender

In a population pharmacokinetics analysis of clinical trial experience the QIOI female and

169 male subjects for whom nadir neutrophil counts were available a male and 174 male
subjects for whom nadir platelet counts were available. There wereshi r rates of Grade 4
neutropenia (ANC < 0.5 x 109/1), 12 % vs 5 %, and thrombocyt (<20 x 10°1), 9 % vs 3 %, in
women vs men in the first cycle of therapy. In a 400 subject t glioma data set, Grade 4
neutropenia occurred in 8 % of female vs 4 % of male Ru@ and Grade 4 thrombocytopenia in 8 %

of female vs 3 % of male subjects in the first cycle of t . In a study of 288 subjects with
newly-diagnosed glioblastoma multiforme, Grade 4 sagutrdpenia occurred in 3 % of female vs 0 % of
male subjects and Grade 4 thrombocytopenia in@female vs 0 % of male subjects in the first

cycle of therapy.
X
0

Oral TMZ has been studied in paedl patients (age 3-18 years) with recurrent brainstem glioma or
recurrent high grade astrocy;& reglmen administered daily for 5 days every 28 days. Although

Paediatric population

the data is limited, tolerance ren is expected to be the same as in adults. The safety of TMZ in
children under the age o has not been established.

Reporting of susﬁ@adverse reactions

L 2
Reporting s d adverse reactions after authorisation of the medicinal product is important. It
allows c d monitoring of the benefit/risk balance of the medicinal product. Healthcare
prof@' s are asked to report any suspected adverse reactions via the national reporting system

li ppendix V.

4.9 Overdose

Doses of 500, 750, 1,000, and 1,250 mg/m? (total dose per cycle over 5 days) have been evaluated
clinically in patients. Dose-limiting toxicity was haematological and was reported with any dose but is
expected to be more severe at higher doses. An overdose of 10,000 mg (total dose in a single cycle,
over 5 days) was taken by one patient and the adverse reactions reported were pancytopenia, pyrexia,
multi-organ failure and death. There are reports of patients who have taken the recommended dose for
more than 5 days of treatment (up to 64 days) with adverse events reported including bone marrow
suppression, with or without infection, in some cases severe and prolonged and resulting in death. In
the event of an overdose, haematological evaluation is needed. Supportive measures should be
provided as necessary.
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5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents - Other alkylating agents, ATC code: LO1AXO03

Mechanism of action

Temozolomide is a triazene, which undergoes rapid chemical conversion at physiologic pH to the
active monomethyl triazenoimidazole carboxamide (MTIC). The cytotoxicity of MTIC is thought to
be due primarily to alkylation at the O° position of guanine with additional alkylation also occu

at the N’ position. Cytotoxic lesions that develop subsequently are thought to involve aberra ir
of the methyl adduct. . 6
Clinical efficacy and safety K\
Newly-diagnosed glioblastoma multiforme QO

A total of 573 patients were randomised to receive either TMZ + RT (n=28 alone (n=286).
Patients in the TMZ + RT arm received concomitant TMZ (75 mg/m?) o ily, starting the first
day of RT until the last day of RT, for 42 days (with a maximum of 42 day%). This was followed by
monotherapy TMZ (150-200 mg/m?) on Days 1-5 of every 28-day for up to 6 cycles, starting
4 weeks after the end of RT. Patients in the control arm receive ly. Pneumocystis jirovecii
pneumonia (PCP) prophylaxis was required during RT and ¢ TMZ therapy.

TMZ was administered as salvage therapy in the follm@‘ase in 161 patients of the 282 (57 %) in
the RT alone arm, and 62 patients of the 277 (22 %bth TMZ + RT arm.

p <0.0001 in favour of the TMZ arm. The gstigated probability of surviving 2 years or more (26 %
vs 10 %) is higher for the RT + TMZ a addition of concomitant TMZ to RT, followed by
TMZ monotherapy in the treatment @vts with newly-diagnosed glioblastoma multiforme

demonstrated a statistically significa provement in overall survival (OS) compared with RT alone

(Figure 1). K
\Q ITT Pt:;pialation: CQverall Survival
1.0 %
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cCN
038 \0

>§b -
05 »
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The hazard ratio (HR) for overall survival wgs 1@95 % CI for HR=1.33-1.91) with a log-rank

HR (95% C.l.) = 1.59 (1.33 - 1.91)
log-rank p-value < .0001
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Figure 1 Kaplan-Meier curves for overall survival (intent-to-treat population)
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The results from the trial were not consistent in the subgroup of patients with a poor performance
status (WHO PS=2, n=70), where overall survival and time to progression were similar in both arms.
However, no unacceptable risks appear to be present in this patient group.

Recurrent or progressive malignant glioma

Data on clinical efficacy in patients with glioblastoma multiforme (Karnofsky performance status
[KPS] > 70), progressive or recurrent after surgery and RT, were based on two clinical trials with oral
TMZ. One was a non-comparative trial in 138 patients (29 % received prior chemotherapy), and the
other was a randomised active-controlled trial of TMZ vs procarbazine in a total of 225 patients (67 %
received prior treatment with nitrosourea based chemotherapy). In both trials, the primary endpoint
was progression-free survival (PFS) defined by MRI scans or neurological worsening. In the g
non-comparative trial, the PFS at 6 months was 19 %, the median progression-free survival

2.1 months, and the median overall survival 5.4 months. The objective response rate (OR&d on
MRI scans was 8 %. K\

In the randomised active-controlled trial, the PFS at 6 months was significantl Qfor TMZ than
for procarbazine (21 % vs 8 %, respectively — chi-square p = 0.008) with med % of 2.89 and
1.88 months respectively (log rank p = 0.0063). The median survival was 7.@ 5.66 months for
TMZ and procarbazine, respectively (log rank p = 0.33). At 6 months, th 1on of surviving
patients was significantly higher in the TMZ arm (60 %) compared with the’procarbazine arm (44 %)
(chi-square p = 0.019). In patients with prior chemotherapy a bene@ indicated in those with a

KPS > 80.
Data on time to worsening of neurological status favoure over procarbazine as did data on time
to worsening of performance status (decrease to a KPS 0 or a decrease by at least 30 points).

The median times to progression in these endpoints ganged from 0.7 to 2.1 months longer for TMZ
than for procarbazine (log rank p =< 0.01 to 0.0%

Recurrent anaplastic astrocytoma (}'

In a multicentre, prospective phase I aluating the safety and efficacy of oral TMZ in the
treatment of patients with anaplastic cytoma at first relapse, the 6 month PFS was 46 %. The
median PFS was 5.4 months. x@ overall survival was 14.6 months. Response rate, based on the

n=162. In 43 patients stable se was reported. The 6-month event-free survival for the ITT
population was 44 % WKme ian event-free survival of 4.6 months, which was similar to the results
for the progression- g@wival. For the eligible histology population, the efficacy results were
similar. Achievifg yattiological objective response or maintaining progression-free status was
strongly assoc@ 1th maintained or improved quality of life.

central reviewer assessmentQa % (13 CR and 43 PR) for the intent-to-treat population (ITT)

Paediatri lation

O@ has been studied in paediatric patients (age 3-18 years) with recurrent brainstem glioma or
recurtent high grade astrocytoma, in a regimen administered daily for 5 days every 28 days. Tolerance
to TMZ is similar to adults.

5.2 Pharmacokinetic properties

TMZ is spontaneously hydrolyzed at physiologic pH primarily to the active species,
3-methyl-(triazen-1-yl)imidazole-4-carboxamide (MTIC). MTIC is spontaneously hydrolyzed to
5-amino-imidazole-4-carboxamide (AIC), a known intermediate in purine and nucleic acid
biosynthesis, and to methylhydrazine, which is believed to be the active alkylating species. The
cytotoxicity of MTIC is thought to be primarily due to alkylation of DNA mainly at the O° and

N’ positions of guanine. Relative to the AUC of TMZ, the exposure to MTIC and AIC is ~ 2.4 % and
23 %, respectively. In vivo, the ti, of MTIC was similar to that of TMZ, 1.8 hr.
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Absorption

After oral administration to adult patients, TMZ is absorbed rapidly with peak concentrations reached
as early as 20 minutes post-administration (mean time between 0.5 and 1.5 hours). After oral
administration of '*C-labelled TMZ, mean faecal excretion of '*C over 7 days post-dose was 0.8 %
indicating complete absorption.

Distribution

TMZ demonstrates low protein binding (10 % to 20 %), and thus it is not expected to interact with
highly protein-bound substances.

PET studies in humans and preclinical data suggest that TMZ crosses the blood-brain barrier
and is present in the CSF. CSF penetration was confirmed in one patient; CSF exposurg b
AUC of TMZ was approximately 30 % of that in plasma, which is consistent with anix{& .

Elimination O

The half-life (ti,2) in plasma is approximately 1.8 hours. The major route of ¢/ \fmination is renal.
Following oral administration, approximately 5 % to 10 % of the dose is @, ered unchanged in the
urine over 24 hours, and the remainder excreted as temozolomide aci%

S-aminoimidazole-4-carboxamide (AIC) or unidentified polar met s

Plasma concentrations increase in a dose-related manner. PI %arance, volume of distribution
and half-life are independent of dose. OC

Special populations O

Analysis of population-based pharmacokinetics Y&\/’Z revealed that plasma TMZ clearance was
independent of age, renal function or tobac e. In a separate pharmacokinetic study, plasma
pharmacokinetic profiles in patients withqmild'to moderate hepatic impairment were similar to those
observed in patients with normal hepéf ction.

Paediatric patients had a higher than adult patients; however, the maximum tolerated dose
(MTD) was 1,000 mg/m? per, e both in children and in adults.

5.3 Preclinical safe?b\;ta

rats and dogs.

testes, the
dogs tes %eneraﬁon of the retina occurred. Most of the toxicity showed evidence of reversibility,
exce verse events on the male reproductive system and retinal degeneration. However,

TMZ is an embryotoxic, teratogenic and genotoxic alkylating agent. TMZ is more toxic to the rat and
dog than to humans, and the clinical dose approximates the minimum lethal dose in rats and dogs.
Dose-related reductions in leukocytes and platelets appear to be sensitive indicators of toxicity. A
variety of neoplasms, including mammary carcinomas, keratocanthoma of the skin and basal cell
adenoma were observed in the 6-cycle rat study while no tumours or pre-neoplastic changes were
evident in dog studies. Rats appear to be particularly sensitive to oncogenic effects of TMZ, with the
occurrence of first tumours within 3 months of initiating dosing. This latency period is very short even
for an alkylating agent.
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Results of the Ames/salmonella and Human Peripheral Blood Lymphocyte (HPBL) chromosome
aberration tests showed a positive mutagenicity response.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Capsule content:

Anhydrous lactose
Colloidal anhydrous silica

Sodium starch glycolate type A
Tartaric acid 6

Gelatin

Titanium dioxide (E 171) O&
Yellow iron oxide (E 172)

Water ®
Printing ink: @
Shellac K
Black iron oxide (E 172) @
Potassium hydroxide q

6.2 Incompatibilities OQ

Stearic acid
Capsule shell: . 66
N

Not applicable. O

6.3  Shelflife Q

2 years

6.4 Special precautions for storé

Bottle
Do not store above 25 °C. Q

Store in the original pa
Keep the bottles tig sed in order to protect from moisture.
*

Sachet . gg\
Do not stor@g 25 °C.

6.5 ¢ and contents of container

Bott

Type LIl amber glass bottle with polypropylene child-resistant closure containing 5 or 20 hard
capsules.

The bottles contain a desiccant pouch.
The carton contains one bottle.

Sachet

Polyester/aluminium/polyethylene (PET/alu/PE) sachet.

Each sachet contains 1 hard capsule.

Pack-size of 5 or 20 hard capsules individually sealed in sachets.

Not all pack sizes may be marketed.
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6.6 Special precautions for disposal and other handling
Capsules should not be opened. If a capsule becomes damaged, contact of the powder contents with
skin or mucous membrane must be avoided. If Temozolomid Sandoz comes into contact with skin or

mucosa, it should be washed immediately and thoroughly with soap and water.

Patients should be advised to keep capsules out of the sight and reach of children, preferably in a
locked cupboard. Accidental ingestion can be lethal for children.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements. E
7.  MARKETING AUTHORISATION HOLDER . 66

Sandoz GmbH é
Biochemiestrafle 10 Q
A-6250 Kundl

Austria 0\'

8. MARKETING AUTHORISATION NUMBER(S) é

EU/1/10/617/005
EU/1/10/617/006 Q
EU/1/10/617/027 \<>
EU/1/10/617/028 O

9. DATE OF FIRST AUTHORISAT /RENEWAL OF THE AUTHORISATION

Date of first authorisation: 15 March @
Date of latest renewal: 19 Novembe 4

10. DATE OF REVWF THE TEXT

{MM/YYYY!}
L 3

Detailed inf B on this medicinal product is available on the website of the European Medicines
Agency (E\&v ://www.ema.europa.eu/

@@
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1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 100 mg hard capsules

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 100 mg of temozolomide.

Excipient with known effect:
Each hard capsule contains 73 mg of anhydrous lactose.

For the full list of excipients, see section 6.1. é

3. PHARMACEUTICAL FORM

Hard capsule (capsule). Q

The hard capsules have a white coloured body, a pink coloured cap, and are@m‘[ed with black ink.
The cap is imprinted with “TMZ”. The body is imprinted with “100”.

Each capsule is approximately 15.8 mm in length. é
4. CLINICAL PARTICULARS OQ

4.1 Therapeutic indications O

adult patients with newly-diagnosed astoma multiforme concomitantly with radiotherapy

Temozolomide Sandoz is indicated for the t eatﬂ@of:
(RT) and subsequently as monothz&atment,

children from the age of three dolescents and adult patients with malignant glioma, such

as glioblastoma multiforme lastic astrocytoma, showing recurrence or progression after
standard therapy. 6

4.2 Posology and eth@f administration

Temozolomide San uld only be prescribed by physicians experienced in the oncological
treatment of braif.

rs
>
Anti—emeti% y may be administered (see section 4.4).

Poso

Adultpatients with newly-diagnosed glioblastoma multiforme

Temozolomide Sandoz is administered in combination with focal radiotherapy (concomitant phase)
followed by up to 6 cycles of temozolomide (TMZ) monotherapy (monotherapy phase).

Concomitant phase

TMZ is administered orally at a dose of 75 mg/m? daily for 42 days concomitant with focal
radiotherapy (60 Gy administered in 30 fractions). No dose reductions are recommended, but delay or
discontinuation of TMZ administration should be decided weekly according to haematological and
non-haematological toxicity criteria. TMZ administration can be continued throughout the 42 day
concomitant period (up to 49 days) if all of the following conditions are met:
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- absolute neutrophil count (ANC) > 1.5 x 10%/1

- thrombocyte count > 100 x 10%/1

- common toxicity criteria (CTC) non-haematological toxicity < Grade 1 (except for alopecia,
nausea and vomiting).

During treatment a complete blood count should be obtained weekly. TMZ administration should be
temporarily interrupted or permanently discontinued during the concomitant phase according to the
haematological and non-haematological toxicity criteria as noted in Table 1.

Table 1.TMZ dosing interruption or discontinuation during concomitant radiotherapy and TMZ

Toxicity TMZ interruption® TMZ discontinuation

Absolute neutrophil count >0.5and < 1.5 x 10%/1 <0.5x 10%1
<10x 10%/1 e\

Thrombocyte count >10 and < 100 x 10%/1
N4
CTC Grade 2 CTC Grade 3 och,@

CTC non-haematological toxicity
(except for alopecia, nausea, vomiting)
a:  Treatment with concomitant TMZ can be continued when all of the following conditions are met: al ONé'ﬁeutrophil
count > 1.5 x 10%/1; thrombocyte count > 100 x 10%/1; CTC non-haematological toxicity < Grade G pt for alopecia,

nausea, vomiting). Q

Monotherapy phase 0

Four weeks after completing the TMZ + RT concomitant phase, TMZ js %nistered for up to

6 cycles of monotherapy treatment. Dose in Cycle 1 (monotherapy)is %50 mg/m? once daily for

5 days followed by 23 days without treatment. At the start of Cy, zhe dose is escalated to

200 mg/m? if the CTC non-haematological toxicity for Cycle %ﬂde <2 (except for alopecia,
nausea and vomiting), absolute neutrophil count (ANC) is > °/1, and the thrombocyte count is
> 100 x 10%1. If the dose was not escalated at Cycle 2, ion should not be done in subsequent
cycles. Once escalated, the dose remains at 200 mg/mzi)x ay for the first 5 days of each subsequent
cycle except if toxicity occurs. Dose reductions an ontinuations during the monotherapy phase
should be applied according to Tables 2 and 3.

During treatment a complete blood count shoyld be obtained on Day 22 (21 days after the first dose of
TMZ). The dose should be reduced inistration discontinued according to Table 3.

Table 2. TMZ dose levels for m rapy treatment

Dose level 7 Dose Remarks
'\ (ne/m?/day)
-1 (/00 Reduction for prior toxicity
0 . 150 Dose during Cycle 1
1 . C ‘\‘ 200 Dose during Cycles 2-6 in absence of toxicity

AN

Table 3 dose reduction or discontinuation during monotherapy treatment
L\
$\ Toxicity Reduce TMZ by 1 dose Discontinue TMZ
level®
Absolute neutrophil count <1.0x 10%/1 See footnote b
Thrombocyte count <50x 10%1 See footnote b
CTC non-haematological Toxicity
(except for alopecia, nausea, CTC Grade 3 CTC Grade 4°
vomiting)

a: TMZ dose levels are listed in Table 2.
b: TMZ is to be discontinued if:

+ dose level -1 (100 mg/m?) still results in unacceptable toxicity

» the same Grade 3 non-haematological toxicity (except for alopecia, nausea, vomiting)

recurs after dose reduction.
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Adult and paediatric patients 3 years of age or older with recurrent or progressive malignant glioma

A treatment cycle comprises 28 days. In patients previously untreated with chemotherapy, TMZ is
administered orally at a dose of 200 mg/m? once daily for the first 5 days followed by a 23 day
treatment interruption (total of 28 days). In patients previously treated with chemotherapy, the initial
dose is 150 mg/m? once daily, to be increased in the second cycle to 200 mg/m? once daily, for 5 days
if there is no haematological toxicity (see section 4.4).

Special populations

Paediatric population

In patients 3 years of age or older, TMZ is only to be used in recurrent or progressive malignan
glioma. Experience in these children is very limited (see sections 4.4 and 5.1). The safety an cy
of TMZ in children under the age of 3 years have not been established. No data are avaﬂa%

Patients with hepatic or renal impairment é

The pharmacokinetics of TMZ were comparable in patients with normal hepa; Qtion and in those
with mild or moderate hepatic impairment. No data are available on the admini$tration of TMZ in
patients with severe hepatic impairment (Child’s Class C) or with renal ifipairment. Based on the

pharmacokinetic properties of TMZ, it is unlikely that dose reductionﬁre quired in patients with
severe hepatic impairment or any degree of renal impairment. Ho caution should be exercised

when TMZ is administered in these patients. Q

Elderly patients
Based on a population pharmacokinetic analysis in \019 78 years of age, clearance of TMZ is
not affected by age. However, elderly patients (> rs of age) appear to be at increased risk of
neutropenia and thrombocytopenia (see sectg{
Method of administration ()
Temozolomide Sandoz hard capsule uld be administered in the fasting state.
The capsules must be swallo ole with a glass of water and must not be opened or chewed.
If vomiting occurs afte dos is administered, a second dose should not be administered that day.
4.3 Contralnd
Hypersenm@ggthe active substance or to any of the excipients listed in section 6.1.
@Vlty to dacarbazine (DTIC).
Severe myelosuppression (see section 4.4).

4.4 Special warnings and precautions for use

Opportunistic infections and reactivation of infections

Opportunistic infections (such as Preumocystis jirovecii pneumonia) and reactivation of infections
(such as HBV, CMV) have been observed during the treatment with TMZ (see section 4.8).

Meningoencephalitis herpetic
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In post marketing cases, meningoencephalitis herpetic (including fatal cases) has been observed in
patients receiving TMZ in combination with radiotherapy, including cases of concomitant steroids
administration.

Pneumocystis jirovecii pneumonia

Patients who received concomitant TMZ and RT in a pilot trial for the prolonged 42-day schedule
were shown to be at particular risk for developing Pneumocystis jirovecii pneumonia (PCP). Thus,
prophylaxis against PCP is required for all patients receiving concomitant TMZ and RT for the 42-day
regimen (with a maximum of 49 days) regardless of lymphocyte count. If lymphopenia occurs, they
are to continue the prophylaxis until recovery of lymphopenia to grade < 1.

There may be a higher occurrence of PCP when TMZ is administered during a longer dosing re
However, all patients receiving TMZ, particularly patients receiving steroids, should be obse
closely for the development of PCP, regardless of the regimen. Cases of fatal respiratory
been reported in patients using TMZ, in particular in combination with dexamethasona&

steroids. O

HBV \

Hepatitis due to hepatitis B virus (HBV) reactivation, in some cases resu@?death, has been
reported. Experts in liver disease should be consulted before treatmengis initiated in patients with
positive hepatitis B serology (including those with active disease). g treatment patients should
be monitored and managed appropriately.

Hepatotoxicity OQ

section 4.8). Baseline liver function tests should ormed prior to treatment initiation. If
abnormal, physicians should assess the benefit/r ior to initiating temozolomide including the
potential for fatal hepatic failure. For patie a 42 day treatment cycle liver function tests should
be repeated midway during this cycle. F Lpatients, liver function tests should be checked after
each treatment cycle. For patients wi @ﬁcant liver function abnormalities, physicians should
assess the benefit/risk of continuini ment. Liver toxicity may occur several weeks or more after

Hepatic injury, including fatal hepatic failure, h@re orted in patients treated with TMZ (see

the last treatment with temozolon @

Malignancies Q
Cases of myelodysplastic Syndrome and secondary malignancies, including myeloid leukaemia, have
also been reportet\ arely (see section 4.8).

2

Naus @vomiting are very commonly associated with TMZ.
Afity ic therapy may be administered prior to or following administration of TMZ.

Adult patients with newly-diagnosed glioblastoma multiforme

Anti-emetic prophylaxis is recommended prior to the initial dose of concomitant phase and it is
strongly recommended during the monotherapy phase.

Patients with recurrent or progressive malignant glioma

Patients who have experienced severe (Grade 3 or 4) vomiting in previous treatment cycles may
require anti-emetic therapy.

Laboratory parameters
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Patients treated with TMZ may experience myelosuppression, including prolonged pancytopenia,
which may result in aplastic anaemia, which in some cases has resulted in a fatal outcome. In some
cases, exposure to concomitant medicinal products associated with aplastic anaemia, including
carbamazepine, phenytoin, and sulfamethoxazole/trimethoprim, complicates assessment. Prior to
dosing, the following laboratory parameters must be met: ANC > 1.5 x 10%/1 and platelet count
>100 x 10%/1. A complete blood count should be obtained on Day 22 (21 days after the first dose) or
within 48 hours of that day, and weekly until ANC > 1.5 x 10%/1 and platelet count > 100 x 10%/1. If
ANC falls to < 1.0 x 10%/1 or the platelet count is < 50 x 10°/1 during any cycle, the next cycle should
be reduced one dose level (see section 4.2). Dose levels include 100 mg/m?, 150 mg/m?, and

200 mg/m*. The lowest recommended dose is 100 mg/m?.

Paediatric population é

There is no clinical experience with use of TMZ in children under the age of 3 years. Exp& in
older children and adolescents is very limited (see sections 4.2 and 5.1). K

Elderly patients (> 70 years of age) ®

Elderly patients appear to be at increased risk of neutropenia and thrombocytopgnia, compared with
younger patients. Therefore, special care should be taken when TMZ is a@u stered in elderly
patients.

S
Female patients @

Women of childbearing potential have to use effective cont 10 to avoid pregnancy while they
are receiving TMZ, and for at least 6 months following,c ion of treatment.

O

Male patients Q

Men being treated with TMZ should be ad xnot to father a child for at least 3 months after
receiving the last dose and to seek advige ryoconservation of sperm prior to treatment (see
section 4.6).

Lactose KO

This medicinal product &EtalQ lactose. Patients with rare hereditary problems of galactose
intolerance, total lactaW ciency or glucose-galactose malabsorption should not take this medicinal

product . . Q
This product contains less than 1 mmol sodium (23 mg) per hard capsule, that is to say
essen sodium-free’.

Sodium

4.5 “Interaction with other medicinal products and other forms of interaction

In a separate phase I study, administration of TMZ with ranitidine did not result in alterations in the
extent of absorption of temozolomide or the exposure to its active metabolite monomethyl

triazenoimidazole carboxamide (MTIC).

Administration of TMZ with food resulted in a 33 % decrease in Cmax and a 9 % decrease in area
under the curve (AUC).

As it cannot be excluded that the change in Cpay is clinically significant, Temozolomide Sandoz
should be administered without food.
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Based on an analysis of population pharmacokinetics in phase II trials, co-administration of
dexamethasone, prochlorperazine, phenytoin, carbamazepine, ondansetron, H, receptor antagonists, or
phenobarbital did not alter the clearance of TMZ. Co-administration with valproic acid was associated
with a small but statistically significant decrease in clearance of TMZ.

No studies have been conducted to determine the effect of TMZ on the metabolism or elimination of
other medicinal products. However, since TMZ does not undergo hepatic metabolism and exhibits
low protein binding, it is unlikely that it would affect the pharmacokinetics of other medicinal
products (see section 5.2).
Use of TMZ in combination with other myelosuppressive agents may increase the likelihood of
myelosuppression. E
Paediatric population e’
&)
Interaction studies have only been performed in adults. K\

4.6 Fertility, pregnancy and lactation ®

Pregnancy 0

There are no data in pregnant women. In preclinical studies in rats an{a@m receiving 150 mg/m?
TMZ, teratogenicity and/or foetal toxicity were demonstrated (see n 5.3). Temozolomide
Sandoz should not be administered to pregnant women. If use dafigg=pregnancy must be considered,
the patient should be apprised of the potential risk to the foet

Breast-feeding \O
It is not known whether TMZ is excreted in hum ; thus, breast-feeding should be discontinued

while receiving treatment with TMZ.

Women of childbearing potential

o

Women of childbearing potential ha use effective contraception to avoid pregnancy while they
are receiving TMZ, , and for at months following completion of treatment.

Male fertility Q

TMZ can have genoteXiC £ffects. Therefore, men being treated with it should use effective

contraceptive meagtiges*and be advised not to father a child for at least 3 months after receiving the
last dose andstofSegkradvice on cryoconservation of sperm prior to treatment, because of the
possibility %@ ersible infertility due to therapy with TMZ.

4.7 @ts on ability to drive and use machines

TMZxhas minor influence on the ability to drive and use machines due to fatigue and somnolence (see
section 4.8).

4.8 Undesirable effects
Summary of the safety profile

Clinical trial experience

In patients treated with TMZ in clinical trials, the most common adverse reactions were nausea,
vomiting, constipation, anorexia, headache, fatigue, convulsions, and rash. Most haematologic
adverse reactions were reported commonly; the frequency of Grade 3-4 laboratory findings is
presented after Table 4For patients with recurrent or progressive glioma, nausea (43 %) and vomiting
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(36 %) were usually Grade 1 or 2 (0 — 5 episodes of vomiting in 24 hours) and were either self-
limiting or readily controlled with standard anti-emetic therapy. The incidence of severe nausea and

vomiting was 4 %.

Tabulated list of adverse reactions

Adverse reactions observed in clinical studies and reported from post-marketing use of TMZ are listed
in Table 4. These reactions are classified according to System Organ Class and frequency. Frequency
groupings are defined according to the following convention:

Very common (> 1/10); Common (> 1/100 to < 1/10); Uncommon (> 1/1,000 to < 1/100); Rare
(>1/10,000 to <1/1,000); Very rare (<1/10,000), Not known: frequency cannot be estimated from the

available data.

Within each frequency grouping, undesirable effects are presented in order of decreasing seri S.

Table 4. Adverse reactions in patients treated with temozolomide — + @
Infections and infestations n

Common:

N
Infections, herpes zoster, pharyngi ndidiasis oral

&

Uncommon:

Opportunistic infection (inclu @EP), sepsist,
meningoencephalitis herpeti[&MV infection, CMV
reactivation, hepatitis B \g sT, herpes simplex, infection
reactivation, wound 1 f10n, gastroenteritisb

Neoplasm benign, malignant, and unspecified

Uncommon:

Blood and lymphatic system disorders

Myelodys a@: ndrome (MDS), secondary
malignanci x luding myeloid leukaemia

Common: ebﬁ@ fleutropema neutropenia, thrombocytopenia,
hopenia, leukopenia, anaemia
Uncommon: rolonged pancytopenia, aplastic anaemiat,

R

pancytopenia, petechiae

Immune system disorders

=

Common: Allergic reaction
N
Uncommon: @ Anaphylaxis
A
Endocrine 1@}
Common:__ Cushingoid®

Uncon“w

Diabetes insipidus

Me&}nsm and nutrition disorders

Very common: Anorexia
Common: Hyperglycaemia
Uncommon: Hypokalaemia, alkaline phosphatase increased

Psychiatric disorders

Common: Agitation, amnesia, depression, anxiety, confusion,
insomnia
Uncommon: Behaviour disorder, emotional lability, hallucination,

apathy
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Nervous system disorders

Very common:

Convulsions, hemiparesis, aphasia/dysphasia, headache

Common:

Ataxia, balance impaired, cognition impaired,
concentration impaired, consciousness decreased,
dizziness, hypoesthesia, memory impaired, neurologic
disorder, neuropathy?, paraesthesia, somnolence, speech
disorder, taste perversion, tremor

Uncommon:

Status epilepticus, hemiplegia, extrapyramidal disorder,
parosmia, gait abnormality, hyperaesthesia, sensory

Eye disorders

disturbance, coordination abnormal R
O

Common: Hemianopia, vision blurred, vision disordef, i Wﬁeld
defect, diplopia, eye pain AN
A
Uncommon: Visual acuity reduced, eyes dry

O\

Ear and labyrinth disorders

R\

Common: Deafness', vertigo, tinnitus, W
Uncommon: Hearing impairment, hyA[(ac&ds, otitis media
Cardiac disorders N
Uncommon: Palpitation 0%

V- N

Vascular disorders

g

Y

Common: Hae ge, embolism pulmonary, deep vein
thr sis, hypertension
)3
Uncommon: bral haemorrhage, flushing, hot flushes

4

raers

Respiratory, thoracic and mediasti%@

Common:

Pneumonia, dyspnoea, sinusitis, bronchitis, coughing,
upper respiratory infection

S
s&
Q

2>

Uncommon:

Respiratory failure', interstitial

pneumonitis/pneumonitis, pulmonary fibrosis, nasal
congestion

Gastrointestinal d@:rs

Diarrhoea, constipation, nausea, vomiting

Common;

o~
Very comm%}\)
)

Stomatitis, abdominal pain", dyspepsia, dysphagia

Abdominal distension, faecal incontinence,
gastrointestinal disorder, haemorrhoids, mouth dry

Hepatobiliary disorders

Uncommon:

Hepatic failure’, hepatic injury, hepatitis, cholestasis,
hyperbilirubinemia

Skin and subcutaneous tissue disorders

Very Common:

Rash, alopecia

Common:

Erythema, dry skin, pruritus

Uncommon:

Toxic epidermal necrolysis, Stevens-Johnson syndrome,
angioedema, erythema multiforme, erythroderma, skin
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exfoliation, photosensitivity reaction, urticaria,
exanthema, dermatitis, sweating increased, pigmentation
abnormal

Not known: Drug reaction with eosinophilia and systemic symptoms
(DRESS)

Musculoskeletal and connective tissue disorders

Common: Myopathy, muscle weakness, arthralgia, back pain,
musculoskeletal pain, myalgia

Renal and urinary disorders

Common: Micturition frequency, urinary incontinence 67
Uncommon: Dysuria

; 2
Reproductive system and breast disorders (\‘O
Uncommon: Vaginal haemorrhage, menorrhagia, an@}hoea,

vaginitis, breast pain, impotence \
N\

General disorders and administration site conditions .

Very common: Fatigue

Common: Fever, influenza-like oms, asthenia, malaise, pain,
oedema, oedema p al'

Uncommon: Condition aggr: gors, face oedema, tongue
discolouratioff, st, tooth disorder

c . \ 4

Investigations

Common: Liv '?Jmes elevation’, weight decreased, weight
i c;Qed

Uncommon: 1§7ma—glutamyltransferase increased

«
Injury, poisoning and procedural thions
Common: O - Radiation injury*
Includes pharyngitis, nasop, eal pharyngitis, pharyngitis Streptococcal

® Includes gastroenteriti
“Includes cushingoid,

4 Includes neurogat

peripheral motor

“Includes vi n% irment, eye disorder
Tncludes d s, deafness bilateral, deafness neurosensory, deafness unilateral

astwgenteritis viral

fInclude e, ear discomfort
f‘Incl dominal pain, abdominal pain lower, abdominal pain upper, abdominal discomfort
'In s oedema peripheral, peripheral swelling

ncludes liver function test increased, alanine aminotransferase increased, aspartate aminotransferase
increased, hepatic enzymes increased

¥ Includes radiation injury, radiation skin injury

Including cases with fatal outcome

Newly-diagnosed glioblastoma multiforme

Laboratory results

Myelosuppression (neutropenia and thrombocytopenia), which is known dose-limiting toxicity for
most cytotoxic agents, including TMZ, was observed. When laboratory abnormalities and adverse
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events were combined across concomitant and monotherapy treatment phases, Grade 3 or Grade 4
neutrophil abnormalities including neutropenic events were observed in 8 % of the patients. Grade 3
or Grade 4 thrombocyte abnormalities, including thrombocytopenic events were observed in 14 % of
the patients who received TMZ.

Recurrent or progressive malignant glioma

Laboratory results

Grade 3 or 4 thrombocytopenia and neutropenia occurred in 19 % and 17 % respectively, of patients
treated for malignant glioma. This led to hospitalisation and/or discontinuation of TMZ in 8 % a
4 %, respectively. Myelosuppression was predictable (usually within the first few cycles, with Q
nadir between Day 21 and Day 28), and recovery was rapid, usually within 1-2 weeks. No eV <
cumulative myelosuppression was observed. The presence of thrombocytopenia may ingr e risk
of bleeding, and the presence of neutropenia or leukopenia may increase the risk of in%'

Gender QO
In a population pharmacokinetics analysis of clinical trial experience there 56\?1 female and

169 male subjects for whom nadir neutrophil counts were available and ale and 174 male
subjects for whom nadir platelet counts were available. There were higher tates of Grade 4

20 x 10°/1), 9 % vs 3 %, in
lioma data set, Grade 4

rade 4 thrombocytopenia in 8 %
n a study of 288 subjects with

ia occurred in 3 % of female vs 0 % of
ale vs 0 % of male subjects in the first

neutropenia (ANC < 0.5 x 10°/1), 12 % vs 5 %, and thrombocytope
women vs men in the first cycle of therapy. In a 400 subject rec
neutropenia occurred in 8 % of female vs 4 % of male subje
of female vs 3 % of male subjects in the first cycle of ther
newly-diagnosed glioblastoma multiforme, Grade 4 neﬁx‘
male subjects and Grade 4 thrombocytopenia in 1 %.ef fe

cycle of therapy. Q

Paediatric population \

Oral TMZ has been studied in paedi ients (age 3-18 years) with recurrent brainstem glioma or
recurrent high grade astrocytoma, in imen administered daily for 5 days every 28 days. Although
the data is limited, tolerance in n is expected to be the same as in adults. The safety of TMZ in
children under the age of 3 y as not been established.

Reporting of suspecfg@erse reactions

Y \

Reporting suspdcteddbadverse reactions after authorisation of the medicinal product is important. It

allows cont onitoring of the benefit/risk balance of the medicinal product. Healthcare

professi e asked to report any suspected adverse reactions via the national reporting system
agbendi

listed® x V.
4.9 verdose

Doses of 500, 750, 1,000, and 1,250 mg/m2 (total dose per cycle over 5 days) have been evaluated
clinically in patients. Dose-limiting toxicity was haematological and was reported with any dose but is
expected to be more severe at higher doses. An overdose of 10,000 mg (total dose in a single cycle,
over 5 days) was taken by one patient and the adverse reactions reported were pancytopenia, pyrexia,
multi-organ failure and death. There are reports of patients who have taken the recommended dose for
more than 5 days of treatment (up to 64 days) with adverse events reported including bone marrow
suppression, with or without infection, in some cases severe and prolonged and resulting in death. In
the event of an overdose, haematological evaluation is needed. Supportive measures should be
provided as necessary.
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5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents - Other alkylating agents, ATC code: LO1AX03

Mechanism of action

Temozolomide is a triazene, which undergoes rapid chemical conversion at physiologic pH to the

active monomethyl triazenoimidazole carboxamide (MTIC). The cytotoxicity of MTIC is thought to
be due primarily to alkylation at the O° position of guanine with additional alkylation also occurging
at the N’ position. Cytotoxic lesions that develop subsequently are thought to involve aberrant r%

of the methyl adduct.

Clinical efficacy and safety \
Newly-diagnosed glioblastoma multiforme QO

A total of 573 patients were randomised to receive either TMZ + RT (n=28 alone (n=286).
Patients in the TMZ + RT arm received concomitant TMZ (75 mg/m?) o ily, starting the first
day of RT until the last day of RT, for 42 days (with a maximum of 42 day%). This was followed by
monotherapy TMZ (150-200 mg/m?) on Days 1-5 of every 28-day for up to 6 cycles, starting
4 weeks after the end of RT. Patients in the control arm receive ly. Pneumocystis jirovecii
pneumonia (PCP) prophylaxis was required during RT and ¢ TMZ therapy.

TMZ was administered as salvage therapy in the follo@mse in 161 patients of the 282 (57 %) in
the RT alone arm, and 62 patients of the 277 (22 %bth TMZ + RT arm.

p <0.0001 in favour of the TMZ arm. The gstigated probability of surviving 2 years or more (26 %
vs 10 %) is higher for the RT + TMZ a addition of concomitant TMZ to RT, followed by
TMZ monotherapy in the treatment @vts with newly-diagnosed glioblastoma multiforme

demonstrated a statistically significa provement in overall survival (OS) compared with RT alone

(Figure 1). K
\Q ITT Pt:;pialation: CQverall Survival
1.0 %

09

cCN
038 \0

>§b -
05 »

0.4 N\

0.31

The hazard ratio (HR) for overall survival wgs 1@95 % CI for HR=1.33-1.91) with a log-rank

HR (95% C.l.) = 1.59 (1.33 - 1.91)
log-rank p-value < .0001

Prob

RT+TMZ

0.2 &k%}m———a—e—&—ﬁ———ﬂ

0.1

0.01 12.1 14.6

T T N T T T T T T 2 T T T T
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Time from randomization (months)

Figure 1 Kaplan-Meier curves for overall survival (intent-to-treat population)
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The results from the trial were not consistent in the subgroup of patients with a poor performance
status (WHO PS=2, n=70), where overall survival and time to progression were similar in both arms.
However, no unacceptable risks appear to be present in this patient group.

Recurrent or progressive malignant glioma

Data on clinical efficacy in patients with glioblastoma multiforme (Karnofsky performance status
[KPS] > 70), progressive or recurrent after surgery and RT, were based on two clinical trials with oral
TMZ. One was a non-comparative trial in 138 patients (29 % received prior chemotherapy), and the
other was a randomised active-controlled trial of TMZ vs procarbazine in a total of 225 patients (67 %
received prior treatment with nitrosourea based chemotherapy). In both trials, the primary endpoint
was progression-free survival (PFS) defined by MRI scans or neurological worsening. In the g
non-comparative trial, the PFS at 6 months was 19 %, the median progression-free survival

2.1 months, and the median overall survival 5.4 months. The objective response rate (OR&d on
MRI scans was 8 %. K\

In the randomised active-controlled trial, the PFS at 6 months was significantl Qfor TMZ than
for procarbazine (21 % vs 8 %, respectively — chi-square p = 0.008) with med % of 2.89 and
1.88 months respectively (log rank p = 0.0063). The median survival was 7.@ 5.66 months for
TMZ and procarbazine, respectively (log rank p = 0.33). At 6 months, th 1on of surviving
patients was significantly higher in the TMZ arm (60 %) compared with the’procarbazine arm (44 %)
(chi-square p = 0.019). In patients with prior chemotherapy a bene@ indicated in those with a

KPS > 80.
Data on time to worsening of neurological status favoure over procarbazine as did data on time
to worsening of performance status (decrease to a KPS 0 or a decrease by at least 30 points).

The median times to progression in these endpoints ganged from 0.7 to 2.1 months longer for TMZ
than for procarbazine (log rank p =< 0.01 to 0.0%

Recurrent anaplastic astrocytoma (}'

In a multicentre, prospective phase I aluating the safety and efficacy of oral TMZ in the
treatment of patients with anaplastic cytoma at first relapse, the 6 month PFS was 46 %. The
median PFS was 5.4 months. x@ overall survival was 14.6 months. Response rate, based on the

n=162. In 43 patients stable se was reported. The 6-month event-free survival for the ITT
population was 44 % WKme ian event-free survival of 4.6 months, which was similar to the results
for the progression- g@wival. For the eligible histology population, the efficacy results were
similar. Achievifg yattiological objective response or maintaining progression-free status was
strongly assoc@ 1th maintained or improved quality of life.

central reviewer assessmentQa % (13 CR and 43 PR) for the intent-to-treat population (ITT)

Paediatri lation

O@ has been studied in paediatric patients (age 3-18 years) with recurrent brainstem glioma or
recurtent high grade astrocytoma, in a regimen administered daily for 5 days every 28 days. Tolerance
to TMZ is similar to adults.

5.2 Pharmacokinetic properties

TMZ is spontaneously hydrolyzed at physiologic pH primarily to the active species,
3-methyl-(triazen-1-yl)imidazole-4-carboxamide (MTIC). MTIC is spontaneously hydrolyzed to
S-amino-imidazole-4-carboxamide (AIC), a known intermediate in purine and nucleic acid
biosynthesis, and to methylhydrazine, which is believed to be the active alkylating species. The
cytotoxicity of MTIC is thought to be primarily due to alkylation of DNA mainly at the O° and

N’ positions of guanine. Relative to the AUC of TMZ, the exposure to MTIC and AIC is ~ 2.4 % and
23 %, respectively. In vivo, the ti, of MTIC was similar to that of TMZ, 1.8 hr.
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Absorption

After oral administration to adult patients, TMZ is absorbed rapidly with peak concentrations reached
as early as 20 minutes post-administration (mean time between 0.5 and 1.5 hours). After oral
administration of '*C-labelled TMZ, mean faecal excretion of '*C over 7 days post-dose was 0.8 %
indicating complete absorption.

Distribution

TMZ demonstrates low protein binding (10 % to 20 %), and thus it is not expected to interact with

highly protein-bound substances.
PET studies in humans and preclinical data suggest that TMZ crosses the blood-brain barrier ra@

and is present in the CSF. CSF penetration was confirmed in one patient; CSF exposure base
AUC of TMZ was approximately 30 % of that in plasma, which is consistent with animal "

Elimination OK\

The half-life (ti2) in plasma is approximately 1.8 hours. The major route of ' Qnation is renal.
Following oral administration, approximately 5 % to 10 % of the dose is reeQv unchanged in the

urine over 24 hours, and the remainder excreted as temozolomide acid,
5-aminoimidazole-4-carboxamide (AIC) or unidentified polar metabqlites.

Plasma concentrations increase in a dose-related manner. Plas ance, volume of distribution
and half-life are independent of dose.

Special populations \O

Analysis of population-based pharmacokinetics revealed that plasma TMZ clearance was
independent of age, renal function or tobaccp us& I a separate pharmacokinetic study, plasma
pharmacokinetic profiles in patients with mi moderate hepatic impairment were similar to those
observed in patients with normal hepatic ion.

Paediatric patients had a higher AU n adult patients; however, the maximum tolerated dose
(MTD) was 1,000 mg/m? per cy; th in children and in adults.

5.3 Preclinical safeﬁ%@

Single-cycle (5-day . 23 days non-treatment), 3- and 6-cycle toxicity studies were conducted in
rats and dogs. THePpxintary targets of toxicity included the bone marrow, lymphoreticular system,
testes, the gastr@intestinal tract and, at higher doses, which were lethal to 60 % to 100 % of rats and
dogs tested eration of the retina occurred. Most of the toxicity showed evidence of reversibility,

except fi se events on the male reproductive system and retinal degeneration. However,
beca doses implicated in retinal degeneration were in the lethal dose range, and no comparable
efl as been observed in clinical studies, this finding was not considered to have clinical relevance.

TMZ is an embryotoxic, teratogenic and genotoxic alkylating agent. TMZ is more toxic to the rat and
dog than to humans, and the clinical dose approximates the minimum lethal dose in rats and dogs.
Dose-related reductions in leukocytes and platelets appear to be sensitive indicators of toxicity. A
variety of neoplasms, including mammary carcinomas, keratocanthoma of the skin and basal cell
adenoma were observed in the 6-cycle rat study while no tumours or pre-neoplastic changes were
evident in dog studies. Rats appear to be particularly sensitive to oncogenic effects of TMZ, with the
occurrence of first tumours within 3 months of initiating dosing. This latency period is very short even
for an alkylating agent.

Results of the Ames/salmonella and Human Peripheral Blood Lymphocyte (HPBL) chromosome
aberration tests showed a positive mutagenicity response.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule content:

Anhydrous lactose

Colloidal anhydrous silica
Sodium starch glycolate type A
Tartaric acid

Stearic acid E
Capsule shell:

Gelatin @
Titanium dioxide (E 171)

Red iron oxide (E 172) é

Water Q
Printing ink: 0\'

Shellac @
Black iron oxide (E 172) K
Potassium hydroxide @

6.2 Incompatibilities Q
Not applicable. \O

6.3  Shelf life Q
2 years \
O

6.4 Special precautions for stor@

Bottle O

Do not store above 25 °C. K

Store in the original pac ang

Keep the bottles tightly, ed th order to protect from moisture.
Sachet ?

Do not store ab X

65 N nd contents of container

B%s N

TypeNIl amber glass bottle with polypropylene child-resistant closure containing 5 or 20 hard
capsules.

The bottles contain a desiccant pouch.

The carton contains one bottle.

Sachet

Polyester/aluminium/polyethylene (PET/alu/PE) sachet.

Each sachet contains 1 hard capsule.

Pack-size of 5 or 20 hard capsules individually sealed in sachets.

Not all pack sizes may be marketed.
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6.6  Special precautions for disposal and other handling
Capsules should not be opened. If a capsule becomes damaged, contact of the powder contents with
skin or mucous membrane must be avoided. If Temozolomid Sandoz comes into contact with skin or

mucosa, it should be washed immediately and thoroughly with soap and water.

Patients should be advised to keep capsules out of the sight and reach of children, preferably in a
locked cupboard. Accidental ingestion can be lethal for children.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
7.  MARKETING AUTHORISATION HOLDER @6

Sandoz GmbH

Biochemiestrafie 10 é
A-6250 Kundl
Austria ®

8. MARKETING AUTHORISATION NUMBER(S) K @
EU/1/10/617/009 @
EU/1/10/617/010

EU/1/10/617/029 Q
EU/1/10/617/030 \<>

9. DATE OF FIRST AUTHORISATI% EWAL OF THE AUTHORISATION

Date of first authorisation: 15 March 201
Date of latest renewal: 19 Novemb664

10. DATE OF REVISIO HE TEXT

{MM/YYYY} (&

Detailed informati @ this medicinal product is available on the website of the European Medicines
Agency (EMA)@J ¥//Www.ema.europa.eu/

@@
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1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 140 mg hard capsules

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 140 mg of temozolomide.

Excipient with known effect:
Each hard capsule contains 102.2 mg of anhydrous lactose.

For the full list of excipients, see section 6.1. é

3. PHARMACEUTICAL FORM

Hard capsule (capsule). ®

The hard capsules have a white coloured body, a transparent blue coloured @and are imprinted
with black ink. The cap is imprinted with “TMZ”. The body is imprinted 140”.

Each capsule is approximately 19.3 mm in length. é
4. CLINICAL PARTICULARS OQ

4.1 Therapeutic indications O

adult patients with newly-diagnosed astoma multiforme concomitantly with radiotherapy

Temozolomide Sandoz is indicated for the t ea‘u@of:
(RT) and subsequently as monothz&atment,

children from the age of three dolescents and adult patients with malignant glioma, such
as glioblastoma multiforme lastic astrocytoma, showing recurrence or progression after
standard therapy. 6

4.2 Posology and eth@f administration

Temozolomide San uld only be prescribed by physicians experienced in the oncological
treatment of braif.

rs
>
Anti—emeti% y may be administered (see section 4.4).

Poso

Adultpatients with newly-diagnosed glioblastoma multiforme

Temozolomide Sandoz is administered in combination with focal radiotherapy (concomitant phase)
followed by up to 6 cycles of temozolomide (TMZ) monotherapy (monotherapy phase).

Concomitant phase

TMZ is administered orally at a dose of 75 mg/m? daily for 42 days concomitant with focal
radiotherapy (60 Gy administered in 30 fractions). No dose reductions are recommended, but delay or
discontinuation of TMZ administration should be decided weekly according to haematological and
non-haematological toxicity criteria. TMZ administration can be continued throughout the 42 day
concomitant period (up to 49 days) if all of the following conditions are met:
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- absolute neutrophil count (ANC) > 1.5 x 10%/1

- thrombocyte count > 100 x 10%/1

- common toxicity criteria (CTC) non-haematological toxicity < Grade 1 (except for alopecia,
nausea and vomiting).

During treatment a complete blood count should be obtained weekly. TMZ administration should be
temporarily interrupted or permanently discontinued during the concomitant phase according to the
haematological and non-haematological toxicity criteria as noted in Table 1.

Table 1.TMZ dosing interruption or discontinuation during concomitant radiotherapy and TMZ

Toxicity TMZ interruption® TMZ discontinuation
Absolute neutrophil count >0.5and < 1.5 x 10%/1 <0.5x 10%1
Thrombocyte count >10 and < 100 x 10%/1 <10x 10%/1 e\
CTC non-haematological toxicity @v
(except for alopecia, nausea, vomiting) | CTC Grade 2 CTC Grade 3 or 40~

a:  Treatment with concomitant TMZ can be continued when all of the following conditions are met: al ONé'ﬁeutrophil
count > 1.5 x 10%/1; thrombocyte count > 100 x 10%/1; CTC non-haematological toxicity < Grade G pt for alopecia,

nausea, vomiting).
Monotherapy phase ®
Four weeks after completing the TMZ + RT concomitant phase, TMZ is Q‘cered for up to

6 cycles of monotherapy treatment. Dose in Cycle 1 (monotherapy) is J 50g/m? once daily for
5 days followed by 23 days without treatment. At the start of Cycle e dose is escalated to

200 mg/m? if the CTC non-haematological toxicity for Cycle 1 i e <2 (except for alopecia,
nausea and vomiting), absolute neutrophil count (ANC) is > °/1, and the thrombocyte count is
> 100 x 10%/1. If the dose was not escalated at Cycle 2, escaltiotr sHould not be done in subsequent
cycles. Once escalated, the dose remains at 200 mg/m y for the first 5 days of each subsequent

cycle except if toxicity occurs. Dose reductions and discontinuations during the monotherapy phase
should be applied according to Tables 2 and 3.

During treatment a complete blood count sh ld&btained on Day 22 (21 days after the first dose of
TMZ). The dose should be reduced or adrr@i)t ation discontinued according to Table 3.

A N

Table 2. TMZ dose levels for monot Ytreatment

a)
PO

Dose level Ose Remarks
. */day)
-1 0 Reduction for prior toxicity
0 . Dose during Cycle 1
1 + L %200 Dose during Cycles 2-6 in absence of toxicity
A
. Cp

Table 3. T. W reduction or discontinuation during monotherapy treatment

25

WToxicity Reduce TMZ by 1 dose Discontinue TMZ

level®

Absdlute neutrophil count <1.0x 101 See footnote b
Thrombocyte count <50x 10’1 See footnote b
CTC non-haematological
Toxicity (except for alopecia, CTC Grade 3 CTC Grade 4°
nausea, vomiting)

a: TMZ dose levels are listed in Table 2.

b: TMZ is to be discontinued if:

« dose level -1 (100 mg/m?) still results in unacceptable toxicity

» the same Grade 3 non-haematological toxicity (except for alopecia, nausea, vomiting)
recurs after dose reduction.

Adult and paediatric patients 3 years of age or older with recurrent or progressive malignant glioma
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A treatment cycle comprises 28 days. In patients previously untreated with chemotherapy, TMZ is
administered orally at a dose of 200 mg/m? once daily for the first 5 days followed by a 23 day
treatment interruption (total of 28 days). In patients previously treated with chemotherapy, the initial
dose is 150 mg/m? once daily, to be increased in the second cycle to 200 mg/m? once daily, for 5 days
if there is no haematological toxicity (see section 4.4).

Special populations

Paediatric population

In patients 3 years of age or older, TMZ is only to be used in recurrent or progressive malignant
glioma. Experience in these children is very limited (see sections 4.4 and 5.1). The safety and e%@y
of TMZ in children under the age of 3 years have not been established. No data are available@

&)
Patients with hepatic or renal impairment \

The pharmacokinetics of TMZ were comparable in patients with normal hepati n and in those
with mild or moderate hepatic impairment. No data are available on the admi & ion of TMZ in
patients with severe hepatic impairment (Child’s Class C) or with renal impajrfaent. Based on the
pharmacokinetic properties of TMZ, it is unlikely that dose reductions ar ired in patients with
severe hepatic impairment or any degree of renal impairment. Howevgr, cadtion should be exercised
when TMZ is administered in these patients. {

Elderly patients QQ

Based on a population pharmacokinetic analysis in pati -78 years of age, clearance of TMZ is
not affected by age. However, elderly patients (@ns of age) appear to be at increased risk of

neutropenia and thrombocytopenia (see section 4,4)"

Method of administration \
Temozolomide Sandoz hard capsule @1 be administered in the fasting state.

The capsules must be swallowe le with a glass of water and must not be opened or chewed.

If vomiting occurs after %@ is administered, a second dose should not be administered that day.

4.3 Contraindic@'

*
Hypersensitivit@w active substance or to any of the excipients listed in section 6.1.

Hyperse@é}r to dacarbazine (DTIC).

Se@yelosuppression (see section 4.4).
4

4 Special warnings and precautions for use

Opportunistic infections and reactivation of infections

Opportunistic infections (such as Pneumocystis jirovecii pneumonia) and reactivation of infections
(such as HBV, CMV) have been observed during the treatment with TMZ (see section 4.8).

Meningoencephalitis herpetic

In post marketing cases, meningoencephalitis herpetic (including fatal cases) has been observed in
patients receiving TMZ in combination with radiotherapy, including cases of concomitant steroids
administration.
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Pneumocystis jirovecii pneumonia

Patients who received concomitant TMZ and RT in a pilot trial for the prolonged 42-day schedule
were shown to be at particular risk for developing Preumocystis jirovecii pneumonia (PCP). Thus,
prophylaxis against PCP is required for all patients receiving concomitant TMZ and RT for the 42-day
regimen (with a maximum of 49 days) regardless of lymphocyte count. If lymphopenia occurs, they
are to continue the prophylaxis until recovery of lymphopenia to grade < 1.

There may be a higher occurrence of PCP when TMZ is administered during a longer dosing regimen.
However, all patients receiving TMZ, particularly patients receiving steroids, should be observed
closely for the development of PCP, regardless of the regimen. Cases of fatal respiratory failure have
been reported in patients using TMZ, in particular in combination with dexamethasone or other 6

teroids.
. &
s Q

Hepatitis due to hepatitis B virus (HBV) reactivation, in some cases resulting i
reported. Experts in liver disease should be consulted before treatment is initi in patients with
positive hepatitis B serology (including those with active disease). During t%ent patients should
be monitored and managed appropriately.

Hepatotoxicity é
Hepatic injury, including fatal hepatic failure, has been repo tients treated with TMZ (see

section 4.8). Baseline liver function tests should be perfor, rior to treatment initiation. If
abnormal, physicians should assess the benefit/risk pri @itiaﬁng temozolomide including the
potential for fatal hepatic failure. For patients on a ay treatment cycle liver function tests should
be repeated midway during this cycle. For all patj iver function tests should be checked after
each treatment cycle. For patients with significanliver function abnormalities, physicians should
assess the benefit/risk of continuing treatm iver toxicity may occur several weeks or more after
the last treatment with temozolomide. Q

Malignancies 6

O

Cases of myelodysplastic sy &w and secondary malignancies, including myeloid leukaemia, have
also been reported very gare e section 4.8).

Anti-emetic therapv‘\

\

*
Nausea and vwo 1& are very commonly associated with TMZ.
Anti-emeti y may be administered prior to or following administration of TMZ.

Adul ts with newly-diagnosed glioblastoma multiforme

Antiemetic prophylaxis is recommended prior to the initial dose of concomitant phase and it is
strongly recommended during the monotherapy phase.

Patients with recurrent or progressive malignant glioma

Patients who have experienced severe (Grade 3 or 4) vomiting in previous treatment cycles may
require anti-emetic therapy.

Laboratory parameters

Patients treated with TMZ may experience myelosuppression, including prolonged pancytopenia,
which may result in aplastic anaemia, which in some cases has resulted in a fatal outcome. In some
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cases, exposure to concomitant medicinal products associated with aplastic anaemia, including
carbamazepine, phenytoin, and sulfamethoxazole/trimethoprim, complicates assessment. Prior to
dosing, the following laboratory parameters must be met: ANC > 1.5 x 10%/1 and platelet count
>100 x 10%/1. A complete blood count should be obtained on Day 22 (21 days after the first dose) or
within 48 hours of that day, and weekly until ANC > 1.5 x 10°/1 and platelet count > 100 x 10%/1. If
ANC falls to < 1.0 x 10%/1 or the platelet count is < 50 x 10°/1 during any cycle, the next cycle should
be reduced one dose level (see section 4.2). Dose levels include 100 mg/m?, 150 mg/m?, and

200 mg/m*. The lowest recommended dose is 100 mg/m?.

Paediatric population

There is no clinical experience with use of TMZ in children under the age of 3 years. Experience,in
older children and adolescents is very limited (see sections 4.2 and 5.1). b

Elderly patients (> 70 years of age) . 66
Elderly patients appear to be at increased risk of neutropenia and thrombocytopenia ared with
younger patients. Therefore, special care should be taken when TMZ is admini elderly
patients. 0’\'

Female patients @

Women of childbearing potential have to use effective contraceptl aV01d pregnancy while they

are receiving TMZ, and for at least 6 months following completi f reatment

Male patients

receiving the last dose and to seek advice on crygCamservation of sperm prior to treatment (see

section 4.6). \
Lactose 0()

This medicinal product contains 1 " Patients with rare hereditary problems of galactose
intolerance, total lactase deﬁci& glucose-galactose malabsorption should not take this medicinal

product . Q
Sodium Q\

Men being treated with TMZ should be advised wather a child for at least 3 months after

*
This medicinal @Q contains less than 1 mmol sodium (23 mg) per hard capsule, that is to say

essentially Y)K ree’.
45 1 ion with other medicinal products and other forms of interaction
In rate phase I study, administration of TMZ with ranitidine did not result in alterations in the

extent of absorption of temozolomide or the exposure to its active metabolite monomethyl
triazenoimidazole carboxamide (MTIC).

Administration of TMZ with food resulted in a 33 % decrease in Cmax and a 9 % decrease in area
under the curve (AUC).

As it cannot be excluded that the change in Cpay is clinically significant, Temozolomide Sandoz
should be administered without food.

Based on an analysis of population pharmacokinetics in phase II trials, co-administration of
dexamethasone, prochlorperazine, phenytoin, carbamazepine, ondansetron, H» receptor antagonists, or
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phenobarbital did not alter the clearance of TMZ. Co-administration with valproic acid was associated
with a small but statistically significant decrease in clearance of TMZ.

No studies have been conducted to determine the effect of TMZ on the metabolism or elimination of
other medicinal products. However, since TMZ does not undergo hepatic metabolism and exhibits
low protein binding, it is unlikely that it would affect the pharmacokinetics of other medicinal
products (see section 5.2).

Use of TMZ in combination with other myelosuppressive agents may increase the likelihood of
myelosuppression.

Paediatric population E

Interaction studies have only been performed in adults. @
*

4.6 Fertility, pregnancy and lactation \6

N
Pregnancy O

There are no data in pregnant women. In preclinical studies in rats and rabb@celvmg 150 mg/m?
TMZ, teratogenicity and/or foetal toxicity were demonstrated (see sectio Temozolomide
Sandoz should not be administered to pregnant women. If use during y must be considered,
the patient should be apprised of the potential risk to the foetus.

Breast-feeding QQ

It is not known whether TMZ is excreted in human miN , breast-feeding should be discontinued

while receiving treatment with TMZ. O

Women of childbearing potential Q

Women of childbearing potential have t ffective contraception to avoid pregnancy while they
following completion of treatment.

are receiving TMZ, and for at least 6& t

Male fertility

contraceptive measure dvised not to father a child for at least 3months after receiving the
last dose and to see on cryoconservation of sperm prior to treatment, because of the
possibility of irr e infertility due to therapy with TMZ.

qugklhty to drive and use machines

TMZ can have genotox1§ ef Therefore men being treated with it should use effective

4.7

Effe
T™Z %nor influence on the ability to drive and use machines due to fatigue and somnolence (see
se *8).

4.8 Undesirable effects
Summary of the safety profile

Clinical trial experience

In patients treated with TMZ in clinical trials, the most common adverse reactions were nausea,
vomiting, constipation, anorexia, headache, fatigue, convulsions, and rash. Most haematologic
adverse reactions were reported commonly; the frequency of Grade 3-4 laboratory findings is
presented after Table 4.
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For patients with recurrent or progressive glioma, nausea (43 %) and vomiting (36 %) were usually
Grade 1 or 2 (0 — 5 episodes of vomiting in 24 hours) and were either self-limiting or readily
controlled with standard anti-emetic therapy. The incidence of severe nausea and vomiting was 4 %.

Tabulated list of adverse reactions

Adverse reactions observed in clinical studies and reported from post-marketing use of TMZ are listed
in Table 4. These reactions are classified according to System Organ Class and frequency. Frequency
groupings are defined according to the following convention:

Very common (> 1/10); Common (> 1/100 to < 1/10); Uncommon (> 1/1,000 to < 1/100); Rare
(>1/10,000 to <1/1,000); Very rare (<1/10,000), Not known: frequency cannot be estimated from the
available data.

Within each frequency grouping, undesirable effects are presented in order of decreasing seriou@

Table 4. Adverse reactions in patients treated with temozolomide ~ @
Infections and infestations i\‘o
Common: Infections, herpes zoster, pharyngitis’ @Riiasis oral
Uncommon: Opportunistic infection (includin )‘, sepsisT,
meningoencephalitis herpetic WV infection, CMV

reactivation, hepatitis B viru erpes simplex, infection
reactivation, wound infe@on, g::lstroenteritisb

A
Neoplasm benign, malignant, and unspecified @
Uncommon: Myelodysplasti e (MDS), secondary
malignanciesei ding myeloid leukaemia
Blood and lymphatic system disorders
P N
Common: Febui utropenia, neutropenia, thrombocytopenia,
mphopenia, leukopenia, anaemia

Uncommon: (P onged pancytopenia, aplastic anaemiaf,
s bﬁ)ancytopenia, petechiae

Immune system disorders

Common: Allergic reaction

K\)
Uncommon: Q Anaphylaxis
>

Endocrine disortf%
~

Common: x’\v Cushingoid*

Uncomm 'Pv Diabetes insipidus

M and nutrition disorders

Very common: Anorexia

Common: Hyperglycaemia

Uncommon: Hypokalaemia, alkaline phosphatase increased

Psychiatric disorders

Common: Agitation, amnesia, depression, anxiety, confusion,
insomnia

Uncommon: Behaviour disorder, emotional lability, hallucination,
apathy
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Nervous system disorders

Very common:

Convulsions, hemiparesis, aphasia/dysphasia, headache

Common:

Ataxia, balance impaired, cognition impaired,
concentration impaired, consciousness decreased,
dizziness, hypoesthesia, memory impaired, neurologic
disorder, neuropathy?, paraesthesia, somnolence, speech
disorder, taste perversion, tremor

Uncommon:

Status epilepticus, hemiplegia, extrapyramidal disorder,
parosmia, gait abnormality, hyperaesthesia, sensory

Eye disorders

disturbance, coordination abnormal R
O

Common: Hemianopia, vision blurred, vision disordef, i Wﬁeld
defect, diplopia, eye pain AN
A
Uncommon: Visual acuity reduced, eyes dry

O\

Ear and labyrinth disorders

R\

Common: Deafness', vertigo, tinnitus, W
Uncommon: Hearing impairment, hyA[(ac&ds, otitis media
Cardiac disorders N
Uncommon: Palpitation 0%

V- N

Vascular disorders

g

Y

Common: Hae ge, embolism pulmonary, deep vein
thr sis, hypertension
)3
Uncommon: bral haemorrhage, flushing, hot flushes

4

raers

Respiratory, thoracic and mediasti%@

Common:

Pneumonia, dyspnoea, sinusitis, bronchitis, coughing,
upper respiratory infection

S
s&
Q

2>

Uncommon:

Respiratory failure', interstitial

pneumonitis/pneumonitis, pulmonary fibrosis, nasal
congestion

Gastrointestinal d@:rs

Diarrhoea, constipation, nausea, vomiting

Common;

o~
Very comm%}\)
)

Stomatitis, abdominal pain", dyspepsia, dysphagia

Abdominal distension, faecal incontinence,
gastrointestinal disorder, haemorrhoids, mouth dry

Hepatobiliary disorders

Uncommon:

Hepatic failure’, hepatic injury, hepatitis, cholestasis,
hyperbilirubinemia

Skin and subcutaneous tissue disorders

Very Common:

Rash, alopecia

Common:

Erythema, dry skin, pruritus

Uncommon:

Toxic epidermal necrolysis, Stevens-Johnson syndrome,
angioedema, erythema multiforme, erythroderma, skin
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exfoliation, photosensitivity reaction, urticaria,
exanthema, dermatitis, sweating increased, pigmentation
abnormal

Not known: Drug reaction with eosinophilia and systemic symptoms
(DRESS)

Musculoskeletal and connective tissue disorders

Common: Myopathy, muscle weakness, arthralgia, back pain,
musculoskeletal pain, myalgia

Renal and urinary disorders

Common: Micturition frequency, urinary incontinence 67
Uncommon: Dysuria

; 2
Reproductive system and breast disorders (\‘O
Uncommon: Vaginal haemorrhage, menorrhagia, an@}hoea,

vaginitis, breast pain, impotence \
N\

General disorders and administration site conditions .

Very common: Fatigue

Common: Fever, influenza-like oms, asthenia, malaise, pain,
oedema, oedema p al'

Uncommon: Condition aggr: gors, face oedema, tongue
discolouratioff, st, tooth disorder

c . \ 4

Investigations

Common: Liv '?Jmes elevation’, weight decreased, weight
i c;Qed

Uncommon: 1§7ma—glutamyltransferase increased

«
Injury, poisoning and procedural thions
Common: O - Radiation injury*
Includes pharyngitis, nasop, eal pharyngitis, pharyngitis Streptococcal

® Includes gastroenteriti
“Includes cushingoid,

4 Includes neurogat

peripheral motor

“Includes vi n% irment, eye disorder
Tncludes d s, deafness bilateral, deafness neurosensory, deafness unilateral

astwgenteritis viral

fInclude e, ear discomfort
f‘Incl dominal pain, abdominal pain lower, abdominal pain upper, abdominal discomfort
'In s oedema peripheral, peripheral swelling

ncludes liver function test increased, alanine aminotransferase increased, aspartate aminotransferase
increased, hepatic enzymes increased

¥ Includes radiation injury, radiation skin injury

Including cases with fatal outcome

Newly-diagnosed glioblastoma multiforme

Laboratory results

Myelosuppression (neutropenia and thrombocytopenia), which is known dose-limiting toxicity for
most cytotoxic agents, including TMZ, was observed. When laboratory abnormalities and adverse
events were combined across concomitant and monotherapy treatment phases, Grade 3 or Grade 4

55



neutrophil abnormalities including neutropenic events were observed in 8 % of the patients. Grade 3
or Grade 4 thrombocyte abnormalities, including thrombocytopenic events were observed in 14 % of
the patients who received TMZ.

Recurrent or progressive malignant glioma

Laboratory results

Grade 3 or 4 thrombocytopenia and neutropenia occurred in 19 % and 17 % respectively, of patients
treated for malignant glioma. This led to hospitalisation and/or discontinuation of TMZ in 8 % and

4 %, respectively. Myelosuppression was predictable (usually within the first few cycles, with the
nadir between Day 21 and Day 28), and recovery was rapid, usually within 1-2 weeks. No evidence of
cumulative myelosuppression was observed. The presence of thrombocytopenia may increase t%k
of bleeding, and the presence of neutropenia or leukopenia may increase the risk of infection@

Gender ‘\6

In a population pharmacokinetics analysis of clinical trial experience there wer Qnale and

169 male subjects for whom nadir neutrophil counts were available and 110 ft &Q and 174 male
subjects for whom nadir platelet counts were available. There were higher réo Grade 4
neutropenia (ANC < 0.5 x 10%/1), 12 % vs 5 %, and thrombocytopenia (< 0°/1), 9 % vs 3 %, in
women vs men in the first cycle of therapy. In a 400 subject recurrentglionta data set, Grade 4
neutropenia occurred in 8 % of female vs 4 % of male subjects andée 4 thrombocytopenia in 8 %
of female vs 3 % of male subjects in the first cycle of therapy. | y of 288 subjects with
newly-diagnosed glioblastoma multiforme, Grade 4 neutropem rred in 3 % of female vs 0 % of
male subjects and Grade 4 thrombocytopenia in 1 % of fe§% % of male subjects in the first

cycle of therapy. \
O

Paediatric population

Oral TMZ has been studied in paediatric paticuts (age 3-18 years) with recurrent brainstem glioma or
recurrent high grade astrocytoma, in a regilgefl administered daily for 5 days every 28 days. Although
the data is limited, tolerance in childferNg xpected to be the same as in adults. The safety of TMZ in
children under the age of 3 years hasinopbeen established.

\

Reporting of suspected adve eactions

Reporting suspecte e reactions after authorisation of the medicinal product is important. It
allows continued"midpitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals,ar€ agked to report any suspected adverse reactions via the national reporting system

4.9 ose

Dosés of 500, 750, 1,000, and 1,250 mg/m? (total dose per cycle over 5 days) have been evaluated
clinically in patients. Dose-limiting toxicity was haematological and was reported with any dose but is
expected to be more severe at higher doses. An overdose of 10,000 mg (total dose in a single cycle,
over 5 days) was taken by one patient and the adverse reactions reported were pancytopenia, pyrexia,
multi-organ failure and death. There are reports of patients who have taken the recommended dose for
more than 5 days of treatment (up to 64 days) with adverse events reported including bone marrow
suppression, with or without infection, in some cases severe and prolonged and resulting in death. In
the event of an overdose, haematological evaluation is needed. Supportive measures should be
provided as necessary.

5. PHARMACOLOGICAL PROPERTIES
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5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents - Other alkylating agents, ATC code: LO1AXO03

Mechanism of action

Temozolomide is a triazene, which undergoes rapid chemical conversion at physiologic pH to the

active monomethyl triazenoimidazole carboxamide (MTIC). The cytotoxicity of MTIC is thought to
be due primarily to alkylation at the O° position of guanine with additional alkylation also occurring
at the N’ position. Cytotoxic lesions that develop subsequently are thought to involve aberrant repair

of the methyl adduct. E

Clinical efficacy and safety @
<

Newly-diagnosed glioblastoma multiforme \6

A total of 573 patients were randomised to receive either TMZ + RT (n=287) o e (n=286).
Patients in the TMZ + RT arm received concomitant TMZ (75 mg/m?) once d : tarting the first
day of RT until the last day of RT, for 42 days (with a maximum of 49 day 1s was followed by
monotherapy TMZ (150-200 mg/m?) on Days 1-5 of every 28-day cycle to 6 cycles, starting
4 weeks after the end of RT. Patients in the control arm received RT only. Prneumocystis jirovecii
pneumonia (PCP) prophylaxis was required during RT and combiréWlZ therapy.

TMZ was administered as salvage therapy in the follow-up 161 patients of the 282 (57 %) in
the RT alone arm, and 62 patients of the 277 (22 %) in th + RT arm.

The hazard ratio (HR) for overall survival was 1.59 %CI for HR=1.33-1.91) with a log-rank

p <0.0001 in favour of the TMZ arm. The estim bability of surviving 2 years or more (26 %
vs 10 %) is higher for the RT + TMZ arm. The a@on of concomitant TMZ to RT, followed by
TMZ monotherapy in the treatment of pati ith newly-diagnosed glioblastoma multiforme
demonstrated a statistically significant i ment in overall survival (OS) compared with RT alone

(Figure 1). 6

OITI' Population: Overall Survival

1.0 V
\ HR (95% C.I.) = 1.59 (1.33 - 1.91)

log-rank p-value < .0001

RT+TMZ

0.2 &&‘L-M-——a—e—m—a———-a

0.14

0.0 :
) 4 8 12 16 20 24 28 32 36 40

Time from randomization (months)

Figure 1 Kaplan-Meier curves for overall survival (intent-to-treat population)
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The results from the trial were not consistent in the subgroup of patients with a poor performance
status (WHO PS=2, n=70), where overall survival and time to progression were similar in both arms.
However, no unacceptable risks appear to be present in this patient group.

Recurrent or progressive malignant glioma

Data on clinical efficacy in patients with glioblastoma multiforme (Karnofsky performance status
[KPS] > 70), progressive or recurrent after surgery and RT, were based on two clinical trials with oral
TMZ. One was a non-comparative trial in 138 patients (29 % received prior chemotherapy), and the
other was a randomised active-controlled trial of TMZ vs procarbazine in a total of 225 patients (67 %
received prior treatment with nitrosourea based chemotherapy). In both trials, the primary endpoint
was progression-free survival (PFS) defined by MRI scans or neurological worsening. In the
non-comparative trial, the PFS at 6 months was 19 %, the median progression-free survival W&SQ
2.1 months, and the median overall survival 5.4 months. The objective response rate (ORR) n

MRI scans was 8 %. . 6
In the randomised active-controlled trial, the PFS at 6 months was significantly gre r TMZ than
for procarbazine (21 % vs 8 %, respectively — chi-square p = 0.008) with medi 2.89 and

.66 months for
n of surviving
ocarbazine arm (44 %)
icated in those with a

1.88 months respectively (log rank p = 0.0063). The median survival was 7.3
TMZ and procarbazine, respectively (log rank p = 0.33). At 6 months, the frac
patients was significantly higher in the TMZ arm (60 %) compared with
(chi-square p = 0.019). In patients with prior chemotherapy a benefit Qs 1

KPS > 80. @

Data on time to worsening of neurological status favoured T procarbazine as did data on time
to worsening of performance status (decrease to a KPS of, or a decrease by at least 30 points).
The median times to progression in these endpoints rar%& m 0.7 to 2.1 months longer for TMZ
than for procarbazine (log rank p =< 0.01 to 0.03). O

Recurrent anaplastic astrocytoma Q

In a multicentre, prospective phase II tri ating the safety and efficacy of oral TMZ in the
treatment of patients with anaplasti étoma at first relapse, the 6 month PFS was 46 %. The
median PFS was 5.4 months. Medla\‘erall survival was 14.6 months. Response rate, based on the
central reviewer assessment, w 0 (13 CR and 43 PR) for the intent-to-treat population (ITT)
n=162. In 43 patients stable discase was reported. The 6-month event-free survival for the ITT
population was 44 % wi ian event-free survival of 4.6 months, which was similar to the results
for the progression-fre ival. For the eligible histology population, the efficacy results were
similar. Achieving gical objective response or maintaining progression-free status was
strongly associaté\ ith maintained or improved quality of life.

Paediatric p on

Oral as been studied in paediatric patients (age 3-18 years) with recurrent brainstem glioma or
re high grade astrocytoma, in a regimen administered daily for 5 days every 28 days. Tolerance
to TMZ is similar to adults.

5.2 Pharmacokinetic properties

TMZ is spontaneously hydrolyzed at physiologic pH primarily to the active species,
3-methyl-(triazen- 1-yl)imidazole-4-carboxamide (MTIC). MTIC is spontaneously hydrolyzed to
5-amino-imidazole-4-carboxamide (AIC), a known intermediate in purine and nucleic acid
biosynthesis, and to methylhydrazine, which is believed to be the active alkylating species. The
cytotoxicity of MTIC is thought to be primarily due to alkylation of DNA mainly at the O° and

N’ positions of guanine. Relative to the AUC of TMZ, the exposure to MTIC and AIC is ~ 2.4 % and
23 %, respectively. In vivo, the ti» of MTIC was similar to that of TMZ, 1.8 hr.
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Absorption

After oral administration to adult patients, TMZ is absorbed rapidly with peak concentrations reached
as early as 20 minutes post-administration (mean time between 0.5 and 1.5 hours). After oral
administration of '*C-labelled TMZ, mean faecal excretion of '“C over 7 days post-dose was 0.8 %
indicating complete absorption.

Distribution

TMZ demonstrates low protein binding (10 % to 20 %), and thus it is not expected to interact with
highly protein-bound substances.

PET studies in humans and preclinical data suggest that TMZ crosses the blood-brain barrier rapidly
and is present in the CSF. CSF penetration was confirmed in one patient; CSF exposure based %
AUC of TMZ was approximately 30 % of that in plasma, which is consistent with animal da@

&

Elimination K

The half-life (i) in plasma is approximately 1.8 hours. The major route of 14Cwion is renal.
Following oral administration, approximately 5 % to 10 % of the dose is recoy&et,unchanged in the
urine over 24 hours, and the remainder excreted as temozolomide acid,
5-aminoimidazole-4-carboxamide (AIC) or unidentified polar metabolite@

Plasma concentrations increase in a dose-related manner. Plasma c@nce, volume of distribution
and half-life are independent of dose.

Special populations OQ 2

Analysis of population-based pharmacokinetics of révealed that plasma TMZ clearance was
independent of age, renal function or tobacco us jﬁeparate pharmacokinetic study, plasma
pharmacokinetic profiles in patients with mild to erate hepatic impairment were similar to those
observed in patients with normal hepatic funchi

Paediatric patients had a higher AU ult patients; however, the maximum tolerated dose
(MTD) was 1,000 mg/m? per cycle in children and in adults.

5.3 Preclinical safety datﬁs
2

Single-cycle (5-day dosi 3 days non-treatment), 3- and 6-cycle toxicity studies were conducted in
rats and dogs. The pi targets of toxicity included the bone marrow, lymphoreticular system,
testes, the gastro tintal tract and, at higher doses, which were lethal to 60 % to 100 % of rats and
dogs tested, d@tion of the retina occurred. Most of the toxicity showed evidence of reversibility,

except for events on the male reproductive system and retinal degeneration. However,
because es implicated in retinal degeneration were in the lethal dose range, and no comparable
effec en observed in clinical studies, this finding was not considered to have clinical relevance.

TMZNis an embryotoxic, teratogenic and genotoxic alkylating agent. TMZ is more toxic to the rat and
dog than to humans, and the clinical dose approximates the minimum lethal dose in rats and dogs.
Dose-related reductions in leukocytes and platelets appear to be sensitive indicators of toxicity. A
variety of neoplasms, including mammary carcinomas, keratocanthoma of the skin and basal cell
adenoma were observed in the 6-cycle rat study while no tumours or pre-neoplastic changes were
evident in dog studies. Rats appear to be particularly sensitive to oncogenic effects of TMZ, with the
occurrence of first tumours within 3 months of initiating dosing. This latency period is very short even
for an alkylating agent.

Results of the Ames/salmonella and Human Peripheral Blood Lymphocyte (HPBL) chromosome
aberration tests showed a positive mutagenicity response.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule content:

Anhydrous lactose

Colloidal anhydrous silica
Sodium starch glycolate type A
Tartaric acid

Stearic acid

Capsule shell: 6
Gelatin @
Titanium dioxide (E 171) . 6

Indigo carmine (E 132)

Water é
Printing ink:

Shellac 0
Black iron oxide (E 172) @

Potassium hydroxide

6.2 Incompatibilities q@
Not applicable. OQ

2.3 Shelf life O
years
X
O

6.4 Special precautions for storage 0

Bottle 6

Do not store above 25 °C. @

Store in the original packagc@‘

Keep the bottles tightly ¢los order to protect from moisture.

Sachet

Do not store abo?; QC
6.5 Natu& contents of container

Bottl
@mber glass bottle with polypropylene child-resistant closure containing 5 or 20 hard
capstiles

The bottles contain a desiccant pouch.
The carton contains one bottle.

Sachet

Polyester/aluminium/polyethylene (PET/alu/PE) sachet.

Each sachet contains 1 hard capsule.

Pack-size of 5 or 20 hard capsules individually sealed in sachets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling
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Capsules should not be opened. If a capsule becomes damaged, contact of the powder contents with
skin or mucous membrane must be avoided. If Temozolomid Sandoz comes into contact with skin or
mucosa, it should be washed immediately and thoroughly with soap and water.

Patients should be advised to keep capsules out of the sight and reach of children, preferably in a
locked cupboard. Accidental ingestion can be lethal for children.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER é
Sandoz GmbH . 66
Biochemiestralie 10 \

- dl K
Ausria \QO
N

8. MARKETING AUTHORISATION NUMBER(S) @0

EU/1/10/617/013 é
EU/1/10/617/014
EU/1/10/617/031

EU/1/10/617/032 OQ

9. DATE OF FIRST AUTHORISATION/ AL OF THE AUTHORISATION
Date of first authorisation: 15 March 2010

Date of latest renewal: 19 November 2(6()

10. DATE OF REVISION {@m TEXT

{MM/YYYY}
\Q

Detailed informatio %s medicinal product is available on the website of the European Medicines
Agency (EMA) @ww.ema.enropa.eu/

S
@@
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1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 180 mg hard capsules

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 180 mg of temozolomide.

Excipient with known effect:
Each hard capsule contains 131.4 mg of anhydrous lactose.

For the full list of excipients, see section 6.1. é

3. PHARMACEUTICAL FORM

Hard capsule (capsule). ®

The hard capsules have a white coloured body, a maroon coloured cap, and @nprinted with black
ink. The cap is imprinted with “TMZ”. The body is imprinted with “180’

Each capsule is approximately 19.3 mm in length. é
4. CLINICAL PARTICULARS OQ

4.1 Therapeutic indications O

adult patients with newly-diagnosed astoma multiforme concomitantly with radiotherapy

Temozolomide Sandoz is indicated for the t ea‘u@of:
(RT) and subsequently as monothz&atment,

children from the age of three dolescents and adult patients with malignant glioma, such

as glioblastoma multiforme lastic astrocytoma, showing recurrence or progression after
standard therapy. 6

4.2 Posology and eth@f administration

Temozolomide San uld only be prescribed by physicians experienced in the oncological
treatment of braif.

rs
>
Anti—emeti% y may be administered (see section 4.4).

Poso

Adultpatients with newly-diagnosed glioblastoma multiforme

Temozolomide Sandoz is administered in combination with focal radiotherapy (concomitant phase)
followed by up to 6 cycles of temozolomide (TMZ) monotherapy (monotherapy phase).

Concomitant phase

TMZ is administered orally at a dose of 75 mg/m? daily for 42 days concomitant with focal
radiotherapy (60 Gy administered in 30 fractions). No dose reductions are recommended, but delay or
discontinuation of TMZ administration should be decided weekly according to haematological and
non-haematological toxicity criteria. TMZ administration can be continued throughout the 42 day
concomitant period (up to 49 days) if all of the following conditions are met:
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- absolute neutrophil count (ANC) > 1.5 x 10%/1

- thrombocyte count > 100 x 10%/1

- common toxicity criteria (CTC) non-haematological toxicity < Grade 1 (except for alopecia,
nausea and vomiting).

During treatment a complete blood count should be obtained weekly. TMZ administration should be
temporarily interrupted or permanently discontinued during the concomitant phase according to the
haematological and non-haematological toxicity criteria as noted in Table 1.

Table 1.TMZ dosing interruption or discontinuation during concomitant radiotherapy and TMZ
Toxicity TMZ interruption® TMZ discontinuation

Absolute neutrophil count >0.5and < 1.5 x 10%/1 <0.5x 10%1

Thrombocyte count >10 and < 100 x 10%/1 <10x 10%/1 e\

CTC non-haematological toxicity e

(except for alopecia, nausea, vomiting) | CTC Grade 2 CTC Grade 3 or 4C~

a:  Treatment with concomitant TMZ can be continued when all of the following conditions are met: al ONé'ﬁeutrophil
count > 1.5 x 10%/1; thrombocyte count > 100 x 10%/1; CTC non-haematological toxicity < Grade 6 pt for alopecia,

nausea, vomiting). Q

Monotherapy phase 0

Four weeks after completing the TMZ + RT concomitant phase, TMZ js %nistered for up to

6 cycles of monotherapy treatment. Dose in Cycle 1 (monotherapy)is %50 mg/m? once daily for

5 days followed by 23 days without treatment. At the start of Cy, zhe dose is escalated to

200 mg/m? if the CTC non-haematological toxicity for Cycle %ﬂde <2 (except for alopecia,
nausea and vomiting), absolute neutrophil count (ANC) is > °/1, and the thrombocyte count is
> 100 x 10%1. If the dose was not escalated at Cycle 2, ion should not be done in subsequent
cycles. Once escalated, the dose remains at 200 mg/mzi)x ay for the first 5 days of each subsequent
cycle except if toxicity occurs. Dose reductions an ontinuations during the monotherapy phase
should be applied according to Tables 2 and 3.

During treatment a complete blood count shoyld be obtained on Day 22 (21 days after the first dose of

TMZ). The dose should be reduced g®nlstraﬁon discontinued according to Table 3.
U

Table 2. TMZ dose levels for mor@: ipy treatment

P

Dose level T Dose Remarks
g/ ¥/ day)
-1 l@‘ Reduction for prior toxicity
0 \@ Dose during Cycle 1
1 . C NJ00 Dose during Cycles 2-6 in absence of toxicity
AN
Table 3. ose reduction or discontinuation during monotherapy treatment
L\

N\ Toxicity Reduce TMZ by 1 dose level® Discontinue TMZ
Absdlute neutrophil count <1.0x 10°/1 See footnote b
Thrombocyte count <50x 10°/1 See footnote b
CTC non-haematological Toxicity
(except for alopecia, nausea, CTC Grade 3 CTC Grade 4°
vomiting)

a: TMZ dose levels are listed in Table 2.

b: TMZ is to be discontinued if:

« dose level -1 (100 mg/m?) still results in unacceptable toxicity

» the same Grade 3 non-haematological toxicity (except for alopecia, nausea, vomiting)
recurs after dose reduction.

Adult and paediatric patients 3 years of age or older with recurrent or progressive malignant glioma
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A treatment cycle comprises 28 days. In patients previously untreated with chemotherapy, TMZ is
administered orally at a dose of 200 mg/m? once daily for the first 5 days followed by a 23 day
treatment interruption (total of 28 days). In patients previously treated with chemotherapy, the initial
dose is 150 mg/m? once daily, to be increased in the second cycle to 200 mg/m? once daily, for 5 days
if there is no haematological toxicity (see section 4.4).

Special populations

Paediatric population

In patients 3 years of age or older, TMZ is only to be used in recurrent or progressive malignant
glioma. Experience in these children is very limited (see sections 4.4 and 5.1). The safety and e%@y
of TMZ in children under the age of 3 years have not been established. No data are available@

9
Patients with hepatic or renal impairment \

The pharmacokinetics of TMZ were comparable in patients with normal hepati n and in those
with mild or moderate hepatic impairment. No data are available on the admi \' ion of TMZ in
patients with severe hepatic impairment (Child’s Class C) or with renal impajrfaent. Based on the
pharmacokinetic properties of TMZ, it is unlikely that dose reductions ar ired in patients with
severe hepatic impairment or any degree of renal impairment. Howevgr, cadtion should be exercised
when TMZ is administered in these patients. {

Elderly patients QQ

Based on a population pharmacokinetic analysis in pati -78 years of age, clearance of TMZ is
not affected by age. However, elderly patients (@rs of age) appear to be at increased risk of

neutropenia and thrombocytopenia (see section 4,4)

Method of administration \
Temozolomide Sandoz hard capsule @1 be administered in the fasting state.

The capsules must be swallowe le with a glass of water and must not be opened or chewed.

If vomiting occurs after Q@ is administered, a second dose should not be administered that day.

4.3 Contraindic@'

*
Hypersensitivit@w active substance or to any of the excipients listed in section 6.1.

Hyperse@'@r to dacarbazine (DTIC).

Se@yelosuppression (see section 4.4).
4

4 Special warnings and precautions for use

Opportunistic infections and reactivation of infections

Opportunistic infections (such as Pneumocystis jirovecii pneumonia) and reactivation of infections
(such as HBV, CMV) have been observed during the treatment with TMZ (see section 4.8).

Meningoencephalitis herpetic

In post marketing cases, meningoencephalitis herpetic (including fatal cases) has been observed in
patients receiving TMZ in combination with radiotherapy, including cases of concomitant steroids
administration.
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Pneumocystis jirovecii pneumonia

Patients who received concomitant TMZ and RT in a pilot trial for the prolonged 42-day schedule
were shown to be at particular risk for developing Preumocystis jirovecii pneumonia (PCP). Thus,
prophylaxis against PCP is required for all patients receiving concomitant TMZ and RT for the 42-day
regimen (with a maximum of 49 days) regardless of lymphocyte count. If lymphopenia occurs, they
are to continue the prophylaxis until recovery of lymphopenia to grade < 1.

There may be a higher occurrence of PCP when TMZ is administered during a longer dosing regimen.
However, all patients receiving TMZ, particularly patients receiving steroids, should be observed
closely for the development of PCP, regardless of the regimen. Cases of fatal respiratory failure have
been reported in patients using TMZ, in particular in combination with dexamethasone or other 6

teroids.
. &
s Q

Hepatitis due to hepatitis B virus (HBV) reactivation, in some cases resulting i
reported. Experts in liver disease should be consulted before treatment is initi in patients with
positive hepatitis B serology (including those with active disease). During t%ent patients should
be monitored and managed appropriately.

Hepatotoxicity é
Hepatic injury, including fatal hepatic failure, has been repo tients treated with TMZ (see

section 4.8). Baseline liver function tests should be perfor, rior to treatment initiation. If
abnormal, physicians should assess the benefit/risk pri @itiating temozolomide including the
potential for fatal hepatic failure. For patients on a ay treatment cycle liver function tests should
be repeated midway during this cycle. For all patj iver function tests should be checked after
each treatment cycle. For patients with significantliver function abnormalities, physicians should
assess the benefit/risk of continuing treatm iver toxicity may occur several weeks or more after
the last treatment with temozolomide. Q

Malignancies 6

O

Cases of myelodysplastic sy &w and secondary malignancies, including myeloid leukaemia, have
also been reported very gare e section 4.8).

Anti-emetic therapv‘\

\

*
Nausea and vwo 1& are very commonly associated with TMZ.
Anti-emeti y may be administered prior to or following administration of TMZ.

Adul ts with newly-diagnosed glioblastoma multiforme

Antiemetic prophylaxis is recommended prior to the initial dose of concomitant phase and it is
strongly recommended during the monotherapy phase.

Patients with recurrent or progressive malignant glioma

Patients who have experienced severe (Grade 3 or 4) vomiting in previous treatment cycles may
require anti-emetic therapy.

Laboratory parameters

Patients treated with TMZ may experience myelosuppression, including prolonged pancytopenia,
which may result in aplastic anaemia, which in some cases has resulted in a fatal outcome. In some
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cases, exposure to concomitant medicinal products associated with aplastic anaemia, including
carbamazepine, phenytoin, and sulfamethoxazole/trimethoprim, complicates assessment. Prior to
dosing, the following laboratory parameters must be met: ANC > 1.5 x 10%/1 and platelet count
>100 x 10%/1. A complete blood count should be obtained on Day 22 (21 days after the first dose) or
within 48 hours of that day, and weekly until ANC > 1.5 x 10°/1 and platelet count > 100 x 10%/1. If
ANC falls to < 1.0 x 10%/1 or the platelet count is < 50 x 10°/1 during any cycle, the next cycle should
be reduced one dose level (see section 4.2). Dose levels include 100 mg/m?, 150 mg/m?, and

200 mg/m*. The lowest recommended dose is 100 mg/m?.

Paediatric population

There is no clinical experience with use of TMZ in children under the age of 3 years. Experience,in
older children and adolescents is very limited (see sections 4.2 and 5.1). b

Elderly patients (> 70 years of age) . 66
Elderly patients appear to be at increased risk of neutropenia and thrombocytopenia ared with
younger patients. Therefore, special care should be taken when TMZ is admini elderly
patients. 0’\'

Female patients @

Women of childbearing potential have to use effective contraceptl aV01d pregnancy while they

are receiving TMZ, and for at least 6 months following completi f reatment

Male patients

receiving the last dose and to seek advice on crygCamservation of sperm prior to treatment (see

section 4.6). \
Lactose 0()

This medicinal product contains 1 " Patients with rare hereditary problems of galactose
intolerance, total lactase deﬁci& glucose-galactose malabsorption should not take this medicinal

product . Q
Sodium Q\

Men being treated with TMZ should be advised wather a child for at least 3 months after

*
This medicinal @Q contains less than 1 mmol sodium (23 mg) per hard capsule, that is to say

essentially Y)K ree’.
45 1 ion with other medicinal products and other forms of interaction
In rate phase I study, administration of TMZ with ranitidine did not result in alterations in the

extent of absorption of temozolomide or the exposure to its active metabolite monomethyl
triazenoimidazole carboxamide (MTIC).

Administration of TMZ with food resulted in a 33 % decrease in Cmax and a 9 % decrease in area
under the curve (AUC).

As it cannot be excluded that the change in Cpay is clinically significant, Temozolomide Sandoz
should be administered without food.

Based on an analysis of population pharmacokinetics in phase II trials, co-administration of
dexamethasone, prochlorperazine, phenytoin, carbamazepine, ondansetron, H» receptor antagonists, or
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phenobarbital did not alter the clearance of TMZ. Co-administration with valproic acid was associated
with a small but statistically significant decrease in clearance of TMZ.

No studies have been conducted to determine the effect of TMZ on the metabolism or elimination of
other medicinal products. However, since TMZ does not undergo hepatic metabolism and exhibits
low protein binding, it is unlikely that it would affect the pharmacokinetics of other medicinal
products (see section 5.2).

Use of TMZ in combination with other myelosuppressive agents may increase the likelihood of
myelosuppression.

Paediatric population E
Interaction studies have only been performed in adults. @

*
4.6 Fertility, pregnancy and lactation \6

\\
Prognancy | \\\O

There are no data in pregnant women. In preclinical studies in rats and rabb eiving 150 mg/m?
TMZ, teratogenicity and/or foetal toxicity were demonstrated (see sectio@ - Temozolomide
Sandoz should not be administered to pregnant women. If use during gregitdncy must be considered,
the patient should be apprised of the potential risk to the foetus.

Breast-feeding QQ

It is not known whether TMZ is excreted in human mi@, breast-feeding should be discontinued

while receiving treatment with TMZ. O
Women of childbearing potential Q
Women of childbearing potential have &)ffective contraception to avoid pregnancy while they

are receiving TMZ, and for at least 6& ths following completion of treatment.

Male fertility O

contraceptive measure e ddvised not to father a child for at least3 months after receiving the last
dose and to seek advi cryoconservation of sperm prior to treatment, because of the possibility of
irreversible inferti e to therapy with TMZ.

>
4.7 Effe@QgLility to drive and use machines

TMZ can have genotoxi ef@. Therefore, men being treated with it should use effective
@b

T™Z %nor influence on the ability to drive and use machines due to fatigue and somnolence (see
setti *8).

4.8 Undesirable effects
Summary of the safety profile

Clinical trial experience

In patients treated with TMZ in clinical trials, the most common adverse reactions were nausea,
vomiting, constipation, anorexia, headache, fatigue, convulsions, and rash. Most haematologic
adverse reactions were reported commonly; the frequency of Grade 3-4 laboratory findings is
presented after Table 4.
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For patients with recurrent or progressive glioma, nausea (43 %) and vomiting (36 %) were usually
Grade 1 or 2 (0 — 5 episodes of vomiting in 24 hours) and were either self-limiting or readily
controlled with standard anti-emetic therapy. The incidence of severe nausea and vomiting was 4 %.

Tabulated list of adverse reactions

Adverse reactions observed in clinical studies and reported from post-marketing use of TMZ are listed
in Table 4. These reactions are classified according to System Organ Class and frequency. Frequency
groupings are defined according to the following convention:

Very common (> 1/10); Common (> 1/100 to < 1/10); Uncommon (> 1/1,000 to < 1/100 Rare
(>1/10,000 to <1/1,000); Very rare (<1/10,000), Not known: frequency cannot be estimated from the
available data.

Within each frequency grouping, undesirable effects are presented in order of decreasing seriou@

Table 4. Adverse reactions in patients treated with temozolomide ~ @
Infections and infestations i\‘o
Common: Infections, herpes zoster, pharyngitis’ @Riiasis oral
Uncommon: Opportunistic infection (includin )‘, sepsisT,
meningoencephalitis herpetic WV infection, CMV

reactivation, hepatitis B viru erpes simplex, infection
reactivation, wound infe@on, gastroenteritisb

A
Neoplasm benign, malignant, and unspecified @
Uncommon: Myelodysplasti e (MDS), secondary
malignanciesei ding myeloid leukaemia
Blood and lymphatic system disorders
P N
Common: Febui utropenia, neutropenia, thrombocytopenia,
mphopenia, leukopenia, anaemia

Uncommon: (P onged pancytopenia, aplastic anaemiaf,
s bﬁ)ancytopenia, petechiae

Immune system disorders

Common: Allergic reaction

K\)
Uncommon: Q Anaphylaxis
>

Endocrine disortf%
~

Common: x’\v Cushingoid*

Uncomm 'Pv Diabetes insipidus

M and nutrition disorders

Very common: Anorexia

Common: Hyperglycaemia

Uncommon: Hypokalaemia, alkaline phosphatase increased

Psychiatric disorders

Common: Agitation, amnesia, depression, anxiety, confusion,
insomnia

Uncommon: Behaviour disorder, emotional lability, hallucination,
apathy
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Nervous system disorders

Very common:

Convulsions, hemiparesis, aphasia/dysphasia, headache

Common:

Ataxia, balance impaired, cognition impaired,
concentration impaired, consciousness decreased,
dizziness, hypoesthesia, memory impaired, neurologic
disorder, neuropathy?, paraesthesia, somnolence, speech
disorder, taste perversion, tremor

Uncommon:

Status epilepticus, hemiplegia, extrapyramidal disorder,
parosmia, gait abnormality, hyperaesthesia, sensory

Eye disorders

disturbance, coordination abnormal R
O

Common: Hemianopia, vision blurred, vision disordef, i Wﬁeld
defect, diplopia, eye pain AN
A
Uncommon: Visual acuity reduced, eyes dry

O\

Ear and labyrinth disorders

R\

Common: Deafness', vertigo, tinnitus, W
Uncommon: Hearing impairment, hyA[(ac&ds, otitis media
Cardiac disorders N
Uncommon: Palpitation 0%

V- N

Vascular disorders

g

Y

Common: Hae ge, embolism pulmonary, deep vein
thr sis, hypertension
)3
Uncommon: bral haemorrhage, flushing, hot flushes

4

raers

Respiratory, thoracic and mediasti%@

Common:

Pneumonia, dyspnoea, sinusitis, bronchitis, coughing,
upper respiratory infection

S
s&
Q

2>

Uncommon:

Respiratory failure', interstitial

pneumonitis/pneumonitis, pulmonary fibrosis, nasal
congestion

Gastrointestinal d@:rs

Diarrhoea, constipation, nausea, vomiting

Common;

o~
Very comm%}\)
)

Stomatitis, abdominal pain", dyspepsia, dysphagia

Abdominal distension, faecal incontinence,
gastrointestinal disorder, haemorrhoids, mouth dry

Hepatobiliary disorders

Uncommon:

Hepatic failure’, hepatic injury, hepatitis, cholestasis,
hyperbilirubinemia

Skin and subcutaneous tissue disorders

Very Common:

Rash, alopecia

Common:

Erythema, dry skin, pruritus

Uncommon:

Toxic epidermal necrolysis, Stevens-Johnson syndrome,
angioedema, erythema multiforme, erythroderma, skin
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exfoliation, photosensitivity reaction, urticaria,
exanthema, dermatitis, sweating increased, pigmentation
abnormal

Not known: Drug reaction with eosinophilia and systemic symptoms
(DRESS)

Musculoskeletal and connective tissue disorders

Common: Myopathy, muscle weakness, arthralgia, back pain,
musculoskeletal pain, myalgia

Renal and urinary disorders

Common: Micturition frequency, urinary incontinence 67
Uncommon: Dysuria

; 2
Reproductive system and breast disorders (\‘O
Uncommon: Vaginal haemorrhage, menorrhagia, an@}hoea,

vaginitis, breast pain, impotence \
N\

General disorders and administration site conditions .

Very common: Fatigue

Common: Fever, influenza-like oms, asthenia, malaise, pain,
oedema, oedema p al'

Uncommon: Condition aggr: gors, face oedema, tongue
discolouratioff, st, tooth disorder

c . \ 4

Investigations

Common: Liv '?Jmes elevation’, weight decreased, weight
i c;Qed

Uncommon: 1§7ma—glutamyltransferase increased

«
Injury, poisoning and procedural thions
Common: O - Radiation injury*
Includes pharyngitis, nasop, eal pharyngitis, pharyngitis Streptococcal

® Includes gastroenteriti
“Includes cushingoid,

4 Includes neurogat

peripheral motor

“Includes vi n% irment, eye disorder
Tncludes d s, deafness bilateral, deafness neurosensory, deafness unilateral

astwgenteritis viral

fInclude e, ear discomfort
f‘Incl dominal pain, abdominal pain lower, abdominal pain upper, abdominal discomfort
'In s oedema peripheral, peripheral swelling

ncludes liver function test increased, alanine aminotransferase increased, aspartate aminotransferase
increased, hepatic enzymes increased

¥ Includes radiation injury, radiation skin injury

Including cases with fatal outcome

Newly-diagnosed glioblastoma multiforme

Laboratory results

Myelosuppression (neutropenia and thrombocytopenia), which is known dose-limiting toxicity for
most cytotoxic agents, including TMZ, was observed. When laboratory abnormalities and adverse
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events were combined across concomitant and monotherapy treatment phases, Grade 3 or Grade 4
neutrophil abnormalities including neutropenic events were observed in 8 % of the patients. Grade 3
or Grade 4 thrombocyte abnormalities, including thrombocytopenic events were observed in 14 % of
the patients who received TMZ.

Recurrent or progressive malignant glioma

Laboratory results

Grade 3 or 4 thrombocytopenia and neutropenia occurred in 19 % and 17 % respectively, of patients
treated for malignant glioma. This led to hospitalisation and/or discontinuation of TMZ in 8 % a
4 %, respectively. Myelosuppression was predictable (usually within the first few cycles, with Q
nadir between Day 21 and Day 28), and recovery was rapid, usually within 1-2 weeks. No eV <
cumulative myelosuppression was observed. The presence of thrombocytopenia may ingr e risk
of bleeding, and the presence of neutropenia or leukopenia may increase the risk of in%'

Gender QO
In a population pharmacokinetics analysis of clinical trial experience there 56\?1 female and

169 male subjects for whom nadir neutrophil counts were available and ale and 174 male
subjects for whom nadir platelet counts were available. There were higher tates of Grade 4

20 x 10%/1), 9 % vs 3 %, in
lioma data set, Grade 4

rade 4 thrombocytopenia in 8 %
n a study of 288 subjects with

ia occurred in 3 % of female vs 0 % of
ale vs 0 % of male subjects in the first

neutropenia (ANC < 0.5 x 10°/1), 12 % vs 5 %, and thrombocytope
women vs men in the first cycle of therapy. In a 400 subject rec
neutropenia occurred in 8 % of female vs 4 % of male subje
of female vs 3 % of male subjects in the first cycle of ther
newly-diagnosed glioblastoma multiforme, Grade 4 neﬁx‘
male subjects and Grade 4 thrombocytopenia in 1 %.ef fe

cycle of therapy. Q

Paediatric population \

Oral TMZ has been studied in paedi ients (age 3-18 years) with recurrent brainstem glioma or
recurrent high grade astrocytoma, in imen administered daily for 5 days every 28 days. Although
the data is limited, tolerance in n is expected to be the same as in adults. The safety of TMZ in
children under the age of 3 y as not been established.

Reporting of suspecfg@erse reactions

Y \

Reporting suspdcteddadverse reactions after authorisation of the medicinal product is important. It

allows cont onitoring of the benefit/risk balance of the medicinal product. Healthcare

professi e asked to report any suspected adverse reactions via the national reporting system
agbendi

listed® x V.
4.9 verdose

Doses of 500, 750, 1,000, and 1,250 mg/m2 (total dose per cycle over 5 days) have been evaluated
clinically in patients. Dose-limiting toxicity was haematological and was reported with any dose but is
expected to be more severe at higher doses. An overdose of 10,000 mg (total dose in a single cycle,
over 5 days) was taken by one patient and the adverse reactions reported were pancytopenia, pyrexia,
multi-organ failure and death. There are reports of patients who have taken the recommended dose for
more than 5 days of treatment (up to 64 days) with adverse events reported including bone marrow
suppression, with or without infection, in some cases severe and prolonged and resulting in death. In
the event of an overdose, haematological evaluation is needed. Supportive measures should be
provided as necessary.
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5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents - Other alkylating agents, ATC code: LO1AX03

Mechanism of action

Temozolomide is a triazene, which undergoes rapid chemical conversion at physiologic pH to the

active monomethyl triazenoimidazole carboxamide (MTIC). The cytotoxicity of MTIC is thought to
be due primarily to alkylation at the O° position of guanine with additional alkylation also occurging
at the N’ position. Cytotoxic lesions that develop subsequently are thought to involve aberrant r%

of the methyl adduct. @
Clinical efficacy and safety . 6
Newly-diagnosed glioblastoma multiforme O

A total of 573 patients were randomised to receive either TMZ + RT (n=287) @&' alone (n=286).
Patients in the TMZ + RT arm received concomitant TMZ (75 mg/m?) once%/, starting the first
day of RT until the last day of RT, for 42 days (with a maximum of 49 d is was followed by
monotherapy TMZ (150-200 mg/m?) on Days 1-5 of every 28-day cygle forup to 6 cycles, starting
4 weeks after the end of RT. Patients in the control arm received R@E‘y. Pneumocystis jirovecii
pneumonia (PCP) prophylaxis was required during RT and co MZ therapy.

TMZ was administered as salvage therapy in the follow-Lﬁse in 161 patients of the 282 (57 %) in
the RT alone arm, and 62 patients of the 277 (22 %) in Z + RT arm.

p <0.0001 in favour of the TMZ arm. The estim: probability of surviving 2 years or more (26 %
vs 10 %) is higher for the RT + TMZ arm. ition of concomitant TMZ to RT, followed by
TMZ monotherapy in the treatment of pati with newly-diagnosed glioblastoma multiforme
demonstrated a statistically signiﬁcab vement in overall survival (OS) compared with RT alone

(Figure 1). O
Q ITT Pc;pulation: Overall Survival
«
1.0 \Y

HR (95% C.l.) =1.59 (1.33 - 1.91)
0.9 log-rank p-value < .0001

o8], \
O

The hazard ratio (HR) for overall survival was 1 ?@ % CI for HR=1.33-1.91) with a log-rank
e
adi

0.7

3
@5 >
o

0.4- A\

0.3

&
E—— RT+TMZ
0.2 m_ﬁ_%m‘ﬂa——v-o—e—oe—a———-e
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Figure 1 Kaplan-Meier curves for overall survival (intent-to-treat population)
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The results from the trial were not consistent in the subgroup of patients with a poor performance
status (WHO PS=2, n=70), where overall survival and time to progression were similar in both arms.
However, no unacceptable risks appear to be present in this patient group.

Recurrent or progressive malignant glioma

Data on clinical efficacy in patients with glioblastoma multiforme (Karnofsky performance status
[KPS] > 70), progressive or recurrent after surgery and RT, were based on two clinical trials with oral
TMZ. One was a non-comparative trial in 138 patients (29 % received prior chemotherapy), and the
other was a randomised active-controlled trial of TMZ vs procarbazine in a total of 225 patients (67 %
received prior treatment with nitrosourea based chemotherapy). In both trials, the primary endpoint
was progression-free survival (PFS) defined by MRI scans or neurological worsening. In the
non-comparative trial, the PFS at 6 months was 19 %, the median progression-free survival W&SQ
2.1 months, and the median overall survival 5.4 months. The objective response rate (ORR) n

MRI scans was 8 %. . 6
In the randomised active-controlled trial, the PFS at 6 months was significantly gre r TMZ than
for procarbazine (21 % vs 8 %, respectively — chi-square p = 0.008) with medi 2.89 and

.66 months for
n of surviving
ocarbazine arm (44 %)
icated in those with a

1.88 months respectively (log rank p = 0.0063). The median survival was 7.3
TMZ and procarbazine, respectively (log rank p = 0.33). At 6 months, the frac
patients was significantly higher in the TMZ arm (60 %) compared with
(chi-square p = 0.019). In patients with prior chemotherapy a benefit Qs 1

KPS > 80. @

Data on time to worsening of neurological status favoured T procarbazine as did data on time
to worsening of performance status (decrease to a KPS of or a decrease by at least 30 points).
The median times to progression in these endpoints rmﬁ( m 0.7 to 2.1 months longer for TMZ
than for procarbazine (log rank p =< 0.01 to 0.03). O

Recurrent anaplastic astrocytoma Q

In a multicentre, prospective phase II tri ating the safety and efficacy of oral TMZ in the
treatment of patients with anaplasti étoma at first relapse, the 6 month PFS was 46 %. The
median PFS was 5.4 months. Medla\‘erall survival was 14.6 months. Response rate, based on the
central reviewer assessment, w 0 (13 CR and 43 PR) for the intent-to-treat population (ITT)
n=162. In 43 patients stable discase was reported. The 6-month event-free survival for the ITT
population was 44 % wi ian event-free survival of 4.6 months, which was similar to the results
for the progression-fre ival. For the eligible histology population, the efficacy results were
similar. Achieving gical objective response or maintaining progression-free status was
strongly associaté\ ith maintained or improved quality of life.

Paediatric p on

Oral as been studied in paediatric patients (age 3-18 years) with recurrent brainstem glioma or
re high grade astrocytoma, in a regimen administered daily for 5 days every 28 days. Tolerance
to TMZ is similar to adults.

5.2 Pharmacokinetic properties

TMZ is spontaneously hydrolyzed at physiologic pH primarily to the active species,
3-methyl-(triazen- 1-yl)imidazole-4-carboxamide (MTIC). MTIC is spontaneously hydrolyzed to
5-amino-imidazole-4-carboxamide (AIC), a known intermediate in purine and nucleic acid
biosynthesis, and to methylhydrazine, which is believed to be the active alkylating species. The
cytotoxicity of MTIC is thought to be primarily due to alkylation of DNA mainly at the O° and

N’ positions of guanine. Relative to the AUC of TMZ, the exposure to MTIC and AIC is ~ 2.4 % and
23 %, respectively. In vivo, the ti» of MTIC was similar to that of TMZ, 1.8 hr.
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Absorption

After oral administration to adult patients, TMZ is absorbed rapidly with peak concentrations reached
as early as 20 minutes post-administration (mean time between 0.5 and 1.5 hours). After oral
administration of '*C-labelled TMZ, mean faecal excretion of '“C over 7 days post-dose was 0.8 %
indicating complete absorption.

Distribution

TMZ demonstrates low protein binding (10 % to 20 %), and thus it is not expected to interact with
highly protein-bound substances.

PET studies in humans and preclinical data suggest that TMZ crosses the blood-brain barrier ra@
and is present in the CSF. CSF penetration was confirmed in one patient; CSF exposure base
AUC of TMZ was approximately 30 % of that in plasma, which is consistent with animal "

Elimination OK\

The half-life (ti2) in plasma is approximately 1.8 hours. The major route of ' Qnation is renal.
Following oral administration, approximately 5 % to 10 % of the dose is reeQv unchanged in the

urine over 24 hours, and the remainder excreted as temozolomide acid,
5-aminoimidazole-4-carboxamide (AIC) or unidentified polar metabqlites.

Plasma concentrations increase in a dose-related manner. Plas ance, volume of distribution
and half-life are independent of dose.

Special populations \O

Analysis of population-based pharmacokinetics revealed that plasma TMZ clearance was
independent of age, renal function or tobaccp us& I’ a separate pharmacokinetic study, plasma
pharmacokinetic profiles in patients with mi moderate hepatic impairment were similar to those
observed in patients with normal hepatic ion.

Paediatric patients had a higher AU n adult patients; however, the maximum tolerated dose
(MTD) was 1,000 mg/m? per cy; th in children and in adults.

5.3 Preclinical safeﬁ%@

Single-cycle (5-day . 23 days non-treatment), 3- and 6-cycle toxicity studies were conducted in
rats and dogs. THePpxintary targets of toxicity included the bone marrow, lymphoreticular system,
testes, the gastr@intestinal tract and, at higher doses, which were lethal to 60 % to 100 % of rats and
dogs tested eration of the retina occurred. Most of the toxicity showed evidence of reversibility,

except fi se events on the male reproductive system and retinal degeneration. However,
beca doses implicated in retinal degeneration were in the lethal dose range, and no comparable
efl as been observed in clinical studies, this finding was not considered to have clinical relevance.

TMZ is an embryotoxic, teratogenic and genotoxic alkylating agent. TMZ is more toxic to the rat and
dog than to humans, and the clinical dose approximates the minimum lethal dose in rats and dogs.
Dose-related reductions in leukocytes and platelets appear to be sensitive indicators of toxicity. A
variety of neoplasms, including mammary carcinomas, keratocanthoma of the skin and basal cell
adenoma were observed in the 6-cycle rat study while no tumours or pre-neoplastic changes were
evident in dog studies. Rats appear to be particularly sensitive to oncogenic effects of TMZ, with the
occurrence of first tumours within 3 months of initiating dosing. This latency period is very short even
for an alkylating agent.

Results of the Ames/salmonella and Human Peripheral Blood Lymphocyte (HPBL) chromosome
aberration tests showed a positive mutagenicity response.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule content:

Anhydrous lactose

Colloidal anhydrous silica
Sodium starch glycolate type A
Tartaric acid

Stearic acid

Capsule shell: 6
Gelatin @
Titanium dioxide (E 171) . \6

Yellow iron oxide (E 172)

Red iron oxide (E 172) é

Water Q
Printing ink: 0\'

Shellac @
Black iron oxide (E 172) K
Potassium hydroxide @

6.2 Incompatibilities Q
Not applicable. \O

6.3  Shelf life Q
2 years \
O

6.4 Special precautions for stor@

Bottle 0

Do not store above 25 °C. K

Store in the original pac ang

Keep the bottles tightly, ed th order to protect from moisture.
Sachet ?

Do not store ab X

65 N nd contents of container

B%s N

TypeNIl amber glass bottle with polypropylene child-resistant closure containing 5 or 20 hard
capsules.

The bottles contain a desiccant pouch.

The carton contains one bottle.

Sachet

Polyester/aluminium/polyethylene (PET/alu/PE) sachet.

Each sachet contains 1 hard capsule.

Pack-size of 5 or 20 hard capsules individually sealed in sachets.

Not all pack sizes may be marketed.
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6.6  Special precautions for disposal and other handling

Capsules should not be opened. If a capsule becomes damaged, contact of the powder contents with
skin or mucous membrane must be avoided. If Temozolomid Sandoz comes into contact with skin or
mucosa, it should be washed immediately and thoroughly with soap and water.

Patients should be advised to keep capsules out of the sight and reach of children, preferably in a
locked cupboard. Accidental ingestion can be lethal for children.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER é
Sandoz GmbH . 66
Biochemiestralie 10 \

- dl K
Ausria \QO
N

8. MARKETING AUTHORISATION NUMBER(S) @

EU/1/10/617/017 é
EU/1/10/617/018
EU/1/10/617/033

EU/1/10/617/034 Q
\O

9. DATE OF FIRST AUTHORISATION/ AL OF THE AUTHORISATION

Date of first authorisation: 15 March 2010

Date of latest renewal: 19 November 2(%()

10. DATE OF REVISION {@m TEXT

{MM/YYYY}
\Q

Detailed informatio %s medicinal product is available on the website of the European Medicines
Agency (EMA) @ww.ema.euroma.eu/

S
@@
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1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 250 mg hard capsules

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 250 mg of temozolomide.

Excipient with known effect:
Each hard capsule contains 182.5 mg of anhydrous lactose.

For the full list of excipients, see section 6.1. é

3. PHARMACEUTICAL FORM

Hard capsule (capsule). Q

The hard capsules have a white coloured body, a white coloured cap, and ar@prmted with black
ink. The cap is imprinted with “TMZ”. The body is imprinted with “250’

Each capsule is approximately 21.4 mm in length. é
4. CLINICAL PARTICULARS OQ

4.1 Therapeutic indications O

adult patients with newly-diagnosed astoma multiforme concomitantly with radiotherapy

Temozolomide Sandoz is indicated for the t ea‘u@of:
(RT) and subsequently as monothz&atment,

children from the age of three dolescents and adult patients with malignant glioma, such

as glioblastoma multiforme lastic astrocytoma, showing recurrence or progression after
standard therapy. 6

4.2 Posology and eth@f administration

Temozolomide San uld only be prescribed by physicians experienced in the oncological
treatment of braif.

rs
>
Anti—emeti% y may be administered (see section 4.4).

Poso

Adultpatients with newly-diagnosed glioblastoma multiforme

Temozolomide Sandoz is administered in combination with focal radiotherapy (concomitant phase)
followed by up to 6 cycles of temozolomide (TMZ) monotherapy (monotherapy phase).

Concomitant phase

TMZ is administered orally at a dose of 75 mg/m? daily for 42 days concomitant with focal
radiotherapy (60 Gy administered in 30 fractions). No dose reductions are recommended, but delay or
discontinuation of TMZ administration should be decided weekly according to haematological and
non-haematological toxicity criteria. TMZ administration can be continued throughout the 42 day
concomitant period (up to 49 days) if all of the following conditions are met:
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- absolute neutrophil count (ANC) > 1.5 x 10%/1

- thrombocyte count > 100 x 10%/1

- common toxicity criteria (CTC) non-haematological toxicity < Grade 1 (except for alopecia,
nausea and vomiting).

During treatment a complete blood count should be obtained weekly. TMZ administration should be
temporarily interrupted or permanently discontinued during the concomitant phase according to the
haematological and non-haematological toxicity criteria as noted in Table 1.

Table 1.TMZ dosing interruption or discontinuation during concomitant radiotherapy and TMZ
Toxicity TMZ interruption® TMZ discontinuation
Absolute neutrophil count >0.5and < 1.5 x 10%/1 <0.5x 10%1
Thrombocyte count >10 and < 100 x 10%/1 <10x 10%/1 e\
CTC non-haematological toxicity e
(except for alopecia, nausea, vomiting) | CTC Grade 2 CTC Grade 3 or 4C~

a:  Treatment with concomitant TMZ can be continued when all of the following conditions are met: al ONé'ﬁeutrophil
count > 1.5 x 10%/1; thrombocyte count > 100 x 10%/1; CTC non-haematological toxicity < Grade 6 pt for alopecia,

nausea, vomiting). Q

Monotherapy phase 0

Four weeks after completing the TMZ + RT concomitant phase, TMZ js %nistered for up to

6 cycles of monotherapy treatment. Dose in Cycle 1 (monotherapy)is %50 mg/m? once daily for

5 days followed by 23 days without treatment. At the start of Cy, bhe dose is escalated to

200 mg/m? if the CTC non-haematological toxicity for Cycle %ﬂde <2 (except for alopecia,
nausea and vomiting), absolute neutrophil count (ANC) is > °/1, and the thrombocyte count is
> 100 x 10%1. If the dose was not escalated at Cycle 2, ion should not be done in subsequent
cycles. Once escalated, the dose remains at 200 mg/mzi)x ay for the first 5 days of each subsequent
cycle except if toxicity occurs. Dose reductions an ontinuations during the monotherapy phase
should be applied according to Tables 2 and 3.

During treatment a complete blood count shoyld be obtained on Day 22 (21 days after the first dose of

TMZ). The dose should be reduced g®nlstraﬁon discontinued according to Table 3.
U

Table 2. TMZ dose levels for mor@: ipy treatment

P

Dose level T Dose Remarks
g/ ¥/ day)
-1 l@‘ Reduction for prior toxicity
0 \@ Dose during Cycle 1
1 . C NJ00 Dose during Cycles 2-6 in absence of toxicity
AN
Table 3. ose reduction or discontinuation during monotherapy treatment
L\

N\ Toxicity Reduce TMZ by 1 dose level® Discontinue TMZ
Absdlute neutrophil count <1.0x 10°/1 See footnote b
Thrombocyte count <50x 10°/1 See footnote b
CTC non-haematological Toxicity
(except for alopecia, nausea, CTC Grade 3 CTC Grade 4°
vomiting)

a: TMZ dose levels are listed in Table 2.

b: TMZ is to be discontinued if:

« dose level -1 (100 mg/m?) still results in unacceptable toxicity

» the same Grade 3 non-haematological toxicity (except for alopecia, nausea, vomiting)
recurs after dose reduction.

Adult and paediatric patients 3 years of age or older with recurrent or progressive malignant glioma
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A treatment cycle comprises 28 days. In patients previously untreated with chemotherapy, TMZ is
administered orally at a dose of 200 mg/m? once daily for the first 5 days followed by a 23 day
treatment interruption (total of 28 days). In patients previously treated with chemotherapy, the initial
dose is 150 mg/m? once daily, to be increased in the second cycle to 200 mg/m? once daily, for 5 days
if there is no haematological toxicity (see section 4.4).

Special populations

Paediatric population

In patients 3 years of age or older, TMZ is only to be used in recurrent or progressive malignant
glioma. Experience in these children is very limited (see sections 4.4 and 5.1). The safety and e%@y
of TMZ in children under the age of 3 years have not been established. No data are available@

9
Patients with hepatic or renal impairment \

The pharmacokinetics of TMZ were comparable in patients with normal hepati n and in those
with mild or moderate hepatic impairment. No data are available on the admi \' ion of TMZ in
patients with severe hepatic impairment (Child’s Class C) or with renal impajrfaent. Based on the
pharmacokinetic properties of TMZ, it is unlikely that dose reductions ar ired in patients with
severe hepatic impairment or any degree of renal impairment. Howevgr, cadtion should be exercised
when TMZ is administered in these patients. {

Elderly patients QQ

Based on a population pharmacokinetic analysis in pati -78 years of age, clearance of TMZ is
not affected by age. However, elderly patients (@rs of age) appear to be at increased risk of

neutropenia and thrombocytopenia (see section 4,4)

Method of administration \
Temozolomide Sandoz hard capsule @1 be administered in the fasting state.

The capsules must be swallowe le with a glass of water and must not be opened or chewed.

If vomiting occurs after Q@ is administered, a second dose should not be administered that day.

4.3 Contraindic@'

*
Hypersensitivit@w active substance or to any of the excipients listed in section 6.1.

Hyperse@ﬁr to dacarbazine (DTIC).

Se@yelosuppression (see section 4.4).
4

4 Special warnings and precautions for use

Opportunistic infections and reactivation of infections

Opportunistic infections (such as Pneumocystis jirovecii pneumonia) and reactivation of infections
(such as HBV, CMV) have been observed during the treatment with TMZ (see section 4.8).

Meningoencephalitis herpetic

In post marketing cases, meningoencephalitis herpetic (including fatal cases) has been observed in
patients receiving TMZ in combination with radiotherapy, including cases of concomitant steroids
administration.
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Pneumocystis jirovecii pneumonia

Patients who received concomitant TMZ and RT in a pilot trial for the prolonged 42-day schedule
were shown to be at particular risk for developing Preumocystis jirovecii pneumonia (PCP). Thus,
prophylaxis against PCP is required for all patients receiving concomitant TMZ and RT for the 42-day
regimen (with a maximum of 49 days) regardless of lymphocyte count. If lymphopenia occurs, they
are to continue the prophylaxis until recovery of lymphopenia to grade < 1.

There may be a higher occurrence of PCP when TMZ is administered during a longer dosing regimen.
However, all patients receiving TMZ, particularly patients receiving steroids, should be observed
closely for the development of PCP, regardless of the regimen. Cases of fatal respiratory failure have
been reported in patients using TMZ, in particular in combination with dexamethasone or other 6

teroids.
- &
s Q

Hepatitis due to hepatitis B virus (HBV) reactivation, in some cases resulting i
reported. Experts in liver disease should be consulted before treatment is initi in patients with
positive hepatitis B serology (including those with active disease). During t%ent patients should
be monitored and managed appropriately.

Hepatotoxicity é
Hepatic injury, including fatal hepatic failure, has been repo tients treated with TMZ (see

section 4.8). Baseline liver function tests should be perfor, rior to treatment initiation. If
abnormal, physicians should assess the benefit/risk pri @itiaﬁng temozolomide including the
potential for fatal hepatic failure. For patients on a ay treatment cycle liver function tests should
be repeated midway during this cycle. For all patj iver function tests should be checked after
each treatment cycle. For patients with significanliver function abnormalities, physicians should
assess the benefit/risk of continuing treatm iver toxicity may occur several weeks or more after
the last treatment with temozolomide. Q

Malignancies 6

O

Cases of myelodysplastic sy &w and secondary malignancies, including myeloid leukaemia, have
also been reported very gare e section 4.8).

Anti-emetic therapv‘\

\

*
Nausea and vwo 1& are very commonly associated with TMZ.
Anti-emeti y may be administered prior to or following administration of TMZ.

Adul ts with newly-diagnosed glioblastoma multiforme

Antiemetic prophylaxis is recommended prior to the initial dose of concomitant phase and it is
strongly recommended during the monotherapy phase.

Patients with recurrent or progressive malignant glioma

Patients who have experienced severe (Grade 3 or 4) vomiting in previous treatment cycles may
require anti-emetic therapy.

Laboratory parameters

Patients treated with TMZ may experience myelosuppression, including prolonged pancytopenia,
which may result in aplastic anaemia, which in some cases has resulted in a fatal outcome. In some
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cases, exposure to concomitant medicinal products associated with aplastic anaemia, including
carbamazepine, phenytoin, and sulfamethoxazole/trimethoprim, complicates assessment. Prior to
dosing, the following laboratory parameters must be met: ANC > 1.5 x 10%/1 and platelet count
>100 x 10%/1. A complete blood count should be obtained on Day 22 (21 days after the first dose) or
within 48 hours of that day, and weekly until ANC > 1.5 x 10°/1 and platelet count > 100 x 10%/1. If
ANC falls to < 1.0 x 10%/1 or the platelet count is < 50 x 10°/1 during any cycle, the next cycle should
be reduced one dose level (see section 4.2). Dose levels include 100 mg/m?, 150 mg/m?, and

200 mg/m*. The lowest recommended dose is 100 mg/m?.

Paediatric population

There is no clinical experience with use of TMZ in children under the age of 3 years. Experience,in
older children and adolescents is very limited (see sections 4.2 and 5.1). b

Elderly patients (> 70 years of age) . 66
Elderly patients appear to be at increased risk of neutropenia and thrombocytopenia ared with
younger patients. Therefore, special care should be taken when TMZ is admini elderly
patients. 0’\'

Female patients @

Women of childbearing potential have to use effective contraceptl aV01d pregnancy while they

are receiving TMZ, and for at least 6 months following completi f reatment

Male patients

receiving the last dose and to seek advice on crygCamiservation of sperm prior to treatment (see

section 4.6). \
Lactose 0()

This medicinal product contains 1 " Patients with rare hereditary problems of galactose
intolerance, total lactase deﬁci& glucose-galactose malabsorption should not take this medicinal

product . Q
Sodium Q\

Men being treated with TMZ should be advised wather a child for at least 3 months after

*
This medicinal @Q contains less than 1 mmol sodium (23 mg) per hard capsule, that is to say

essentially Y)K ree’.
45 1 ion with other medicinal products and other forms of interaction
In rate phase I study, administration of TMZ with ranitidine did not result in alterations in the

extent of absorption of temozolomide or the exposure to its active metabolite monomethyl
triazenoimidazole carboxamide (MTIC).

Administration of TMZ with food resulted in a 33 % decrease in Cmax and a 9 % decrease in area
under the curve (AUC).

As it cannot be excluded that the change in Cpay is clinically significant, Temozolomide Sandoz
should be administered without food.

Based on an analysis of population pharmacokinetics in phase II trials, co-administration of
dexamethasone, prochlorperazine, phenytoin, carbamazepine, ondansetron, H» receptor antagonists, or
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phenobarbital did not alter the clearance of TMZ. Co-administration with valproic acid was associated
with a small but statistically significant decrease in clearance of TMZ.

No studies have been conducted to determine the effect of TMZ on the metabolism or elimination of
other medicinal products. However, since TMZ does not undergo hepatic metabolism and exhibits
low protein binding, it is unlikely that it would affect the pharmacokinetics of other medicinal
products (see section 5.2).

Use of TMZ in combination with other myelosuppressive agents may increase the likelihood of
myelosuppression.

Paediatric population E

Interaction studies have only been performed in adults. @
*

4.6 Fertility, pregnancy and lactation \6

N
Pregnancy O

There are no data in pregnant women. In preclinical studies in rats and rabb@celvmg 150 mg/m?
TMZ, teratogenicity and/or foetal toxicity were demonstrated (see sectio Temozolomide
Sandoz should not be administered to pregnant women. If use during y must be considered,
the patient should be apprised of the potential risk to the foetus.

Breast-feeding QQ

It is not known whether TMZ is excreted in human miN , breast-feeding should be discontinued

while receiving treatment with TMZ. O

Women of childbearing potential Q

Women of childbearing potential have t ffective contraception to avoid pregnancy while they
following completion of treatment.

are receiving TMZ, and for at least 6& t

Male fertility

contraceptive measure dvised not to father a child for at least 3 months after receiving the
last dose and to see on cryoconservation of sperm prior to treatment, because of the
possibility of irr e infertility due to therapy with TMZ.

wlhty to drive and use machines

TMZ can have genotox1§ ef Therefore men being treated with it should use effective

4.7

Effe
T™Z %nor influence on the ability to drive and use machines due to fatigue and somnolence (see
se *8).

4.8 Undesirable effects
Summary of the safety profile

Clinical trial experience

In patients treated with TMZ in clinical trials, the most common adverse reactions were nausea,
vomiting, constipation, anorexia, headache, fatigue, convulsions, and rash. Most haematologic
adverse reactions were reported commonly; the frequency of Grade 3-4 laboratory findings is
presented after Table 4.
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For patients with recurrent or progressive glioma, nausea (43 %) and vomiting (36 %) were usually
Grade 1 or 2 (0 — 5 episodes of vomiting in 24 hours) and were either self-limiting or readily
controlled with standard anti-emetic therapy. The incidence of severe nausea and vomiting was 4 %.

Tabulated list of adverse reactions

Adverse reactions observed in clinical studies and reported from post-marketing use of TMZ are listed
in Table 4. These reactions are classified according to System Organ Class and frequency. Frequency
groupings are defined according to the following convention:

Very common (> 1/10); Common (> 1/100 to < 1/10); Uncommon (> 1/1,000 to < 1/100 Rare
(>1/10,000 to <1/1,000); Very rare (<1/10,000), Not known: frequency cannot be estimated from the

available data.

Within each frequency grouping, undesirable effects are presented in order of decreasing seri S.

Table 4. Adverse reactions in patients treated with temozolomide — + @
Infections and infestations n

Common:

N
Infections, herpes zoster, pharyngi ndidiasis oral

&

Uncommon:

Opportunistic infection (inclu @EP), sepsist,
meningoencephalitis herpeti[&MV infection, CMV
reactivation, hepatitis B \g sT, herpes simplex, infection
reactivation, wound 1 f10n, gastroenteritisb

Neoplasm benign, malignant, and unspeci

fied

Uncommon:

Blood and lymphatic system disorders

Myelodys a@: ndrome (MDS), secondary
malignanci x luding myeloid leukaemia

Common: ebﬁ@ fleutropema neutropenia, thrombocytopenia,
hopenia, leukopenia, anaemia
Uncommon: rolonged pancytopenia, aplastic anaemiat,

R

pancytopenia, petechiae

Immune system disorders

=

Common: Allergic reaction
N
Uncommon: @ Anaphylaxis
A
Endocrine 1@}
Common:__ Cushingoid®

Uncon“w

Diabetes insipidus

Me&}nsm and nutrition disorders

Very common: Anorexia
Common: Hyperglycaemia
Uncommon: Hypokalaemia, alkaline phosphatase increased

Psychiatric disorders

Common: Agitation, amnesia, depression, anxiety, confusion,
insomnia
Uncommon: Behaviour disorder, emotional lability, hallucination,

apathy
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Nervous system disorders

Very common:

Convulsions, hemiparesis, aphasia/dysphasia, headache

Common:

Ataxia, balance impaired, cognition impaired,
concentration impaired, consciousness decreased,
dizziness, hypoesthesia, memory impaired, neurologic
disorder, neuropathy?, paraesthesia, somnolence, speech
disorder, taste perversion, tremor

Uncommon:

Status epilepticus, hemiplegia, extrapyramidal disorder,
parosmia, gait abnormality, hyperaesthesia, sensory

Eye disorders

disturbance, coordination abnormal R
O

Common: Hemianopia, vision blurred, vision disordef, i Wﬁeld
defect, diplopia, eye pain AN
A
Uncommon: Visual acuity reduced, eyes dry

O\

Ear and labyrinth disorders

R\

Common: Deafness', vertigo, tinnitus, W
Uncommon: Hearing impairment, hyA[(ac&ds, otitis media
Cardiac disorders N
Uncommon: Palpitation 0%

V- N

Vascular disorders

g

Y

Common: Hae ge, embolism pulmonary, deep vein
thr sis, hypertension
)3
Uncommon: bral haemorrhage, flushing, hot flushes

4

raers

Respiratory, thoracic and mediasti%@

Common:

Pneumonia, dyspnoea, sinusitis, bronchitis, coughing,
upper respiratory infection

S
s&
Q

2>

Uncommon:

Respiratory failure', interstitial

pneumonitis/pneumonitis, pulmonary fibrosis, nasal
congestion

Gastrointestinal d@:rs

Diarrhoea, constipation, nausea, vomiting

Common;

o~
Very comm%}\)
)

Stomatitis, abdominal pain", dyspepsia, dysphagia

Abdominal distension, faecal incontinence,
gastrointestinal disorder, haemorrhoids, mouth dry

Hepatobiliary disorders

Uncommon:

Hepatic failure’, hepatic injury, hepatitis, cholestasis,
hyperbilirubinemia

Skin and subcutaneous tissue disorders

Very Common:

Rash, alopecia

Common:

Erythema, dry skin, pruritus

Uncommon:

Toxic epidermal necrolysis, Stevens-Johnson syndrome,
angioedema, erythema multiforme, erythroderma, skin
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exfoliation, photosensitivity reaction, urticaria,
exanthema, dermatitis, sweating increased, pigmentation
abnormal

Not known: Drug reaction with eosinophilia and systemic symptoms
(DRESS)

Musculoskeletal and connective tissue disorders

Common: Myopathy, muscle weakness, arthralgia, back pain,
musculoskeletal pain, myalgia

Renal and urinary disorders

Common: Micturition frequency, urinary incontinence 67
Uncommon: Dysuria

; 2
Reproductive system and breast disorders (\‘O
Uncommon: Vaginal haemorrhage, menorrhagia, an@}hoea,

vaginitis, breast pain, impotence \
N\

General disorders and administration site conditions .

Very common: Fatigue

Common: Fever, influenza-like oms, asthenia, malaise, pain,
oedema, oedema p al'

Uncommon: Condition aggr: gors, face oedema, tongue
discolouratioff, st, tooth disorder

c . \ 4

Investigations

Common: Liv '?Jmes elevation’, weight decreased, weight
i c;Qed

Uncommon: 1§7ma—glutamyltransferase increased

«
Injury, poisoning and procedural thions
Common: O - Radiation injury*
Includes pharyngitis, nasop, eal pharyngitis, pharyngitis Streptococcal

® Includes gastroenteriti
“Includes cushingoid,

4 Includes neurogat

peripheral motor

“Includes vi n% irment, eye disorder
Tncludes d s, deafness bilateral, deafness neurosensory, deafness unilateral

astwgenteritis viral

fInclude e, ear discomfort
f‘Incl dominal pain, abdominal pain lower, abdominal pain upper, abdominal discomfort
'In s oedema peripheral, peripheral swelling

ncludes liver function test increased, alanine aminotransferase increased, aspartate aminotransferase
increased, hepatic enzymes increased

¥ Includes radiation injury, radiation skin injury

Including cases with fatal outcome

Newly-diagnosed glioblastoma multiforme

Laboratory results

Myelosuppression (neutropenia and thrombocytopenia), which is known dose-limiting toxicity for
most cytotoxic agents, including TMZ, was observed. When laboratory abnormalities and adverse
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events were combined across concomitant and monotherapy treatment phases, Grade 3 or Grade 4
neutrophil abnormalities including neutropenic events were observed in 8 % of the patients. Grade 3
or Grade 4 thrombocyte abnormalities, including thrombocytopenic events were observed in 14 % of
the patients who received TMZ.

Recurrent or progressive malignant glioma

Laboratory results

Grade 3 or 4 thrombocytopenia and neutropenia occurred in 19 % and 17 % respectively, of patients
treated for malignant glioma. This led to hospitalisation and/or discontinuation of TMZ in 8 % a
4 %, respectively. Myelosuppression was predictable (usually within the first few cycles, with tk D
nadir between Day 21 and Day 28), and recovery was rapid, usually within 1-2 weeks. No ev <
cumulative myelosuppression was observed. The presence of thrombocytopenia may ingr e risk
of bleeding, and the presence of neutropenia or leukopenia may increase the risk of in%'

Gender QO
In a population pharmacokinetics analysis of clinical trial experience there se\f)kl female and

169 male subjects for whom nadir neutrophil counts were available and ale and 174 male
subjects for whom nadir platelet counts were available. There were higher tates of Grade 4

20 x 10%/1), 9 % vs 3 %, in
lioma data set, Grade 4

rade 4 thrombocytopenia in 8 %
n a study of 288 subjects with

ia occurred in 3 % of female vs 0 % of
ale vs 0 % of male subjects in the first

neutropenia (ANC < 0.5 x 10°/1), 12 % vs 5 %, and thrombocytope
women vs men in the first cycle of therapy. In a 400 subject rec
neutropenia occurred in 8 % of female vs 4 % of male subje
of female vs 3 % of male subjects in the first cycle of ther
newly-diagnosed glioblastoma multiforme, Grade 4 neﬁx‘
male subjects and Grade 4 thrombocytopenia in 1 %.ef fe

cycle of therapy. Q

Paediatric population \

Oral TMZ has been studied in paedi ients (age 3-18 years) with recurrent brainstem glioma or
recurrent high grade astrocytoma, in imen administered daily for 5 days every 28 days. Although
the data is limited, tolerance in n is expected to be the same as in adults. The safety of TMZ in

children under the age of 3 }Q as not been established.

Reporting of suspected‘%;rse eactions

Reporting suspec’tx%ferse reactions after authorisation of the medicinal product is important. It
allows continue@ itoring of the benefit/risk balance of the medicinal product. Healthcare
professiona \ sked to report any suspected adverse reactions via the national reporting system
listed in ix V.

4.®erdose

Doses of 500, 750, 1,000, and 1,250 rng/m2 (total dose per cycle over 5 days) have been evaluated
clinically in patients. Dose-limiting toxicity was haematological and was reported with any dose but is
expected to be more severe at higher doses. An overdose of 10,000 mg (total dose in a single cycle,
over 5 days) was taken by one patient and the adverse reactions reported were pancytopenia, pyrexia,
multi-organ failure and death. There are reports of patients who have taken the recommended dose for
more than 5 days of treatment (up to 64 days) with adverse events reported including bone marrow
suppression, with or without infection, in some cases severe and prolonged and resulting in death. In
the event of an overdose, haematological evaluation is needed. Supportive measures should be
provided as necessary.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents - Other alkylating agents, ATC code: LO1AX03

Mechanism of action

Temozolomide is a triazene, which undergoes rapid chemical conversion at physiologic pH to the
active monomethyl triazenoimidazole carboxamide (MTIC). The cytotoxicity of MTIC is thought to
be due primarily to alkylation at the O° position of guanine with additional alkylation also occurring
at the N’ position. Cytotoxic lesions that develop subsequently are thought to involve aberrant repair
of the methyl adduct. 6
Clinical efficacy and safety @

<
Newly-diagnosed glioblastoma multiforme \6

A total of 573 patients were randomised to receive either TMZ + RT (n=287) o e (n=286).
Patients in the TMZ + RT arm received concomitant TMZ (75 mg/m?) once d : tarting the first
day of RT until the last day of RT, for 42 days (with a maximum of 49 day 1s was followed by
monotherapy TMZ (150-200 mg/m?) on Days 1-5 of every 28-day cycle to 6 cycles, starting
4 weeks after the end of RT. Patients in the control arm received RT only. Prneumocystis jirovecii
pneumonia (PCP) prophylaxis was required during RT and combiréWlZ therapy.

TMZ was administered as salvage therapy in the follow-up 161 patients of the 282 (57 %) in
the RT alone arm, and 62 patients of the 277 (22 %) in th + RT arm.

The hazard ratio (HR) for overall survival was 1.59 %CI for HR=1.33-1.91) with a log-rank

p <0.0001 in favour of the TMZ arm. The estim bability of surviving 2 years or more (26 %
vs 10 %) is higher for the RT + TMZ arm. The a@on of concomitant TMZ to RT, followed by
TMZ monotherapy in the treatment of pati ith newly-diagnosed glioblastoma multiforme
demonstrated a statistically significant i ment in overall survival (OS) compared with RT alone

(Figure 1). 6

OITI' Population: Overall Survival

\ e HR (95% C.l.) =1.59 (1.33 - 1.91)
0.9 log-rank p-value < .0001

RT+TMZ

0.2 &&‘L-M-——a—e—m—a———-a

0.14

0.0 :
) 4 8 12 16 20 24 28 32 36 40

Time from randomization (months)

Figure 1 Kaplan-Meier curves for overall survival (intent-to-treat population)
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The results from the trial were not consistent in the subgroup of patients with a poor performance
status (WHO PS=2, n=70), where overall survival and time to progression were similar in both arms.
However, no unacceptable risks appear to be present in this patient group.

Recurrent or progressive malignant glioma

Data on clinical efficacy in patients with glioblastoma multiforme (Karnofsky performance status
[KPS] > 70), progressive or recurrent after surgery and RT, were based on two clinical trials with oral
TMZ. One was a non-comparative trial in 138 patients (29 % received prior chemotherapy), and the
other was a randomised active-controlled trial of TMZ vs procarbazine in a total of 225 patients (67 %
received prior treatment with nitrosourea based chemotherapy). In both trials, the primary endpoint
was progression-free survival (PFS) defined by MRI scans or neurological worsening. In the
non-comparative trial, the PFS at 6 months was 19 %, the median progression-free survival W&SQ
2.1 months, and the median overall survival 5.4 months. The objective response rate (ORR) n

MRI scans was 8 %. . 6
In the randomised active-controlled trial, the PFS at 6 months was significantly gre r TMZ than
for procarbazine (21 % vs 8 %, respectively — chi-square p = 0.008) with medi 2.89 and

.66 months for
n of surviving
ocarbazine arm (44 %)
icated in those with a

1.88 months respectively (log rank p = 0.0063). The median survival was 7.3
TMZ and procarbazine, respectively (log rank p = 0.33). At 6 months, the frac
patients was significantly higher in the TMZ arm (60 %) compared with
(chi-square p = 0.019). In patients with prior chemotherapy a benefit Qs 1

KPS > 80. @

Data on time to worsening of neurological status favoured T procarbazine as did data on time
to worsening of performance status (decrease to a KPS of, or a decrease by at least 30 points).
The median times to progression in these endpoints rar%& m 0.7 to 2.1 months longer for TMZ
than for procarbazine (log rank p =< 0.01 to 0.03). O

Recurrent anaplastic astrocytoma Q

In a multicentre, prospective phase II tri ating the safety and efficacy of oral TMZ in the
treatment of patients with anaplasti étoma at first relapse, the 6 month PFS was 46 %. The
median PFS was 5.4 months. Medla\‘erall survival was 14.6 months. Response rate, based on the
central reviewer assessment, w 0 (13 CR and 43 PR) for the intent-to-treat population (ITT)
n=162. In 43 patients stable discase was reported. The 6-month event-free survival for the ITT
population was 44 % wi ian event-free survival of 4.6 months, which was similar to the results
for the progression-fre ival. For the eligible histology population, the efficacy results were
similar. Achieving gical objective response or maintaining progression-free status was
strongly associaté\ ith maintained or improved quality of life.

Paediatric p on

Oral as been studied in paediatric patients (age 3-18 years) with recurrent brainstem glioma or
re high grade astrocytoma, in a regimen administered daily for 5 days every 28 days. Tolerance
to TMZ is similar to adults.

5.2 Pharmacokinetic properties

TMZ is spontaneously hydrolyzed at physiologic pH primarily to the active species,
3-methyl-(triazen- 1-yl)imidazole-4-carboxamide (MTIC). MTIC is spontaneously hydrolyzed to
5-amino-imidazole-4-carboxamide (AIC), a known intermediate in purine and nucleic acid
biosynthesis, and to methylhydrazine, which is believed to be the active alkylating species. The
cytotoxicity of MTIC is thought to be primarily due to alkylation of DNA mainly at the O° and

N’ positions of guanine. Relative to the AUC of TMZ, the exposure to MTIC and AIC is ~ 2.4 % and
23 %, respectively. In vivo, the ti» of MTIC was similar to that of TMZ, 1.8 hr.
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Absorption

After oral administration to adult patients, TMZ is absorbed rapidly with peak concentrations reached
as early as 20 minutes post-administration (mean time between 0.5 and 1.5 hours). After oral
administration of '*C-labelled TMZ, mean faecal excretion of '“C over 7 days post-dose was 0.8 %
indicating complete absorption.

Distribution

TMZ demonstrates low protein binding (10 % to 20 %), and thus it is not expected to interact with
highly protein-bound substances.

PET studies in humans and preclinical data suggest that TMZ crosses the blood-brain barrier ra@
and is present in the CSF. CSF penetration was confirmed in one patient; CSF exposure base
AUC of TMZ was approximately 30 % of that in plasma, which is consistent with animal "

Elimination OK\

The half-life (ti2) in plasma is approximately 1.8 hours. The major route of ' Qnation is renal.
Following oral administration, approximately 5 % to 10 % of the dose is reeQv unchanged in the

urine over 24 hours, and the remainder excreted as temozolomide acid,
5-aminoimidazole-4-carboxamide (AIC) or unidentified polar metabqlites.

Plasma concentrations increase in a dose-related manner. Plas ance, volume of distribution
and half-life are independent of dose.

Special populations \O

Analysis of population-based pharmacokinetics revealed that plasma TMZ clearance was
independent of age, renal function or tobaccp us& I’ a separate pharmacokinetic study, plasma
pharmacokinetic profiles in patients with mi moderate hepatic impairment were similar to those
observed in patients with normal hepatic ion.

Paediatric patients had a higher AU n adult patients; however, the maximum tolerated dose
(MTD) was 1,000 mg/m? per cy; th in children and in adults.

5.3 Preclinical safeﬁ%@

Single-cycle (5-day . 23 days non-treatment), 3- and 6-cycle toxicity studies were conducted in
rats and dogs. THePpxintary targets of toxicity included the bone marrow, lymphoreticular system,
testes, the gastr@intestinal tract and, at higher doses, which were lethal to 60 % to 100 % of rats and
dogs tested eration of the retina occurred. Most of the toxicity showed evidence of reversibility,

except fi se events on the male reproductive system and retinal degeneration. However,
beca doses implicated in retinal degeneration were in the lethal dose range, and no comparable
efl as been observed in clinical studies, this finding was not considered to have clinical relevance.

TMZ is an embryotoxic, teratogenic and genotoxic alkylating agent. TMZ is more toxic to the rat and
dog than to humans, and the clinical dose approximates the minimum lethal dose in rats and dogs.
Dose-related reductions in leukocytes and platelets appear to be sensitive indicators of toxicity. A
variety of neoplasms, including mammary carcinomas, keratocanthoma of the skin and basal cell
adenoma were observed in the 6-cycle rat study while no tumours or pre-neoplastic changes were
evident in dog studies. Rats appear to be particularly sensitive to oncogenic effects of TMZ, with the
occurrence of first tumours within 3 months of initiating dosing. This latency period is very short even
for an alkylating agent.

Results of the Ames/salmonella and Human Peripheral Blood Lymphocyte (HPBL) chromosome
aberration tests showed a positive mutagenicity response.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule content:

Anhydrous lactose

Colloidal anhydrous silica
Sodium starch glycolate type A
Tartaric acid

Stearic acid

Capsule shell: 6
Gelatin @
Titanium dioxide (E 171) . 6
Water \

Printing ink:

Shellac ®
Black iron oxide (E 172) 0
Potassium hydroxide @,

6.2 Incompatibilities é

Not applicable. Q
6.3  Shelf life \()

2 years Q

6.4 Special precautions for storage (’)\'

Bottle EQ

Do not store above 25 °C.
Store in the original package. 0
Keep the bottles tightly clos&order to protect from moisture.

Sachet \
Do not store above @'
<

6.5 Nature \@mtents of container

Bottle

er glass bottle with polypropylene child-resistant closure containing 5 or 20 hard

The Bottles contain a desiccant pouch.
The carton contains one bottle.

Sachet

Polyester/aluminium/polyethylene (PET/alu/PE) sachet.

Each sachet contains 1 hard capsule.

Pack-size of 5 or 20 hard capsules individually sealed in sachets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling
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Capsules should not be opened. If a capsule becomes damaged, contact of the powder contents with
skin or mucous membrane must be avoided. If Temozolomid Sandoz comes into contact with skin or
mucosa, it should be washed immediately and thoroughly with soap and water.

Patients should be advised to keep capsules out of the sight and reach of children, preferably in a
locked cupboard. Accidental ingestion can be lethal for children.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7.  MARKETING AUTHORISATION HOLDER E
Sandoz GmbH @
Biochemiestraf3e 10 . 6
A-6250 Kundl N\

Austria OK

8. MARKETING AUTHORISATION NUMBER(S) 0
EU/1/10/617/021 KQ
EU/1/10/617/022 @
EU/1/10/617/035

EU/1/10/617/036 Q

9. DATE OF FIRST AUTHORISATION/REB L OF THE AUTHORISATION

Date of first authorisation: 15 March 2010
Date of latest renewal: 19 November 2014 \

O

10. DATE OF REVISION OF '@TEXT

{MM/YYYY} K
S

icinal product is available on the website of the European Medicines
.ema.europa.eu/

Detailed information o
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MARKETING RISATION

CONDITI R RESTRICTIONS WITH REGARD TO
THE SA EFFECTIVE USE OF THE MEDICINAL

>

C‘)\Q
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A.  MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers responsible for batch release

Salutas Pharma GmbH
Otto-von-Guericke-Allee 1
D-39179 Barleben
Germany

Lek Pharmaceuticals d.d
Verovskova 57

SL-1526 Ljubljana

Slovenia é
The printed package leaflet of the medicinal product must state the name and address oft]%Q
manufacturer responsible for the release of the concerned batch. K\

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AN

Medicinal product subject to restricted medical prescription (See Annex mary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS @ MARKETING

AUTHORISATION
\O
O

edicinal product are set out in the list of Union
rticle 107¢(7) of Directive 2001/83/EC and
medicines web-portal.

. Periodic safety update reports (PSURs)

The requirement for submission of PSURSs for th
reference dates (EURD list) provided for u
subsequent updates published on the Eur

O

D. CONDITIONS OR RE%’@ITIONS WITH REGARD TO THE SAFE AND
an (R

EFFECTIVE USE O, E MEDICINAL PRODUCT

. Risk managem@

The marketing aﬁ@tion holder (MAH) shall perform the required pharmacovigilance activities
and interventi ailed in the agreed RMP presented in Module 1.8.2 of the marketing
authorisati any agreed subsequent updates of the RMP.

MP)

Anu @RMP should be submitted:

. the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time.
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A. LABELLING



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING BOTTLE

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 5 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCES

Each hard capsule contains 5 mg of temozolomide.

3. LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS ( &

N4
5 hard capsules O
20 hard capsules \

O

5.  METHOD AND ROUTE(S) OF AMII\?}STRATION
o

Read the package leaflet before use. 0
Oral use 6

P

OF THE SIGH D REACH OF CHILDREN

6. SPECIAL WARNI HAT THE MEDICINAL PRODUCT MUST BE STORED OUT

{
Keep out of the sﬁg@d reach of children, preferably in a locked cupboard. Accidental ingestion can

be lethal for ehildren.

7>
7. \QEHER SPECIAL WARNING, IF NECESSARY
-

Cytotoxic

Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with

your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C
Store in the original package.
Keep the bottles tightly closed in order to protect from moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with localé

requirements. . 6@
O

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HGmE

R
\Q"
Sandoz GmbH 0’\,
Biochemiestralie 10 @

A-6250 Kundl
o
O

Austria
a
12. MARKETING AUTHORISATION NUMBER(S) 7

A
EU/1/10/617/001 \
EU/1/10/617/002 Q<>
| 13.  BATCH NUMBER N

Lot 60

| 14. GENERAL CLASSIEIGATION FOR SUPPLY

Medicinal product sut%o medical prescription.

*
AN
| 15. INSTRUCHIONS ON USE
\v

l® )

16 RMATION IN BRAILLE

Temozolomide Sandoz 5 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING BOTTLE

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 20 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCES

Each hard capsule contains 20 mg of temozolomide.

3. LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS ( &

N4
5 hard capsules O
20 hard capsules \

O

5.  METHOD AND ROUTE(S) OF AMII\?}STRATION
o

Read the package leaflet before use. 0
Oral use 6

P

OF THE SIGH D REACH OF CHILDREN

6. SPECIAL WARNI HAT THE MEDICINAL PRODUCT MUST BE STORED OUT

{
Keep out of the sﬁg@d reach of children, preferably in a locked cupboard. Accidental ingestion can

be lethal for ehildren.

7>
7. \QEHER SPECIAL WARNING, IF NECESSARY
-

Cytotoxic

Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with

your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C
Store in the original package.
Keep the bottles tightly closed in order to protect from moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with localé

requirements. . 6@
O

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HGmE

R
\Q"
Sandoz GmbH 0’\,
Biochemiestralie 10 @

A-6250 Kundl
o
O

Austria
a
12. MARKETING AUTHORISATION NUMBER(S) 7

A
EU/1/10/617/005 \
EU/1/10/617/006 Q<>
| 13.  BATCH NUMBER N

Lot 60

| 14. GENERAL CLASSIEIGATION FOR SUPPLY

Medicinal product sut%o medical prescription.

*
AN
| 15. INSTRUCHIONS ON USE
\v

l® )

16 RMATION IN BRAILLE

Temozolomide Sandoz 20 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING BOTTLE

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 100 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCES e‘b_‘

Each hard capsule contains 100 mg of temozolomide.

3.  LIST OF EXCIPIENTS 2\,\0'

Contains lactose. See package leaflet for further information. (b

R g )]
4. PHARMACEUTICAL FORM AND CONTENTS

N
5 hard capsules OQ
20 hard capsules \
O

5.  METHOD AND ROUTE(S) OF AMII\?}STRATION
o

: O
Read the package leaflet before use. 6
Oral use KO

6. SPECIAL WA G THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIG, D REACH OF CHILDREN

. \\
Keep out of thefsigitt and reach of children, preferably in a locked cupboard. Accidental ingestion can
be lethal fo en.

2

N\HER SPECIAL WARNING, IF NECESSARY

Cytotoxic
Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

8. EXPIRY DATE

EXP

100



9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C
Store in the original package.
Keep the bottles tightly closed in order to protect from moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with localé

requirements. . 6@
O

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HGmE

R
\Q"
Sandoz GmbH 0’\,
Biochemiestralie 10 @

A-6250 Kundl
o
O

Austria
a
12. MARKETING AUTHORISATION NUMBER(S) 7

A
EU/1/10/617/009 \
EU/1/10/617/010 O
&
13. BATCH NUMBER N

Lot 0
O

V_ N

| 14. GENERAL CLAssnEQ&TION FOR SUPPLY

N

Medicinal product subj€ct’to medical prescription.

*
AN
| 15. INSTRUCHIONS ON USE
\v

l® )

16 RMATION IN BRAILLE

Temozolomide Sandoz 100 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING BOTTLE

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 140 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCES

Each hard capsule contains 140 mg of temozolomide.

3. LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS ( &

N4
5 hard capsules O
20 hard capsules \

O

5.  METHOD AND ROUTE(S) OF AMIN}STRATION
o

Read the package leaflet before use. 0
Oral use 6

P

OF THE SIGH D REACH OF CHILDREN

6. SPECIAL WARNI HAT THE MEDICINAL PRODUCT MUST BE STORED OUT

{
Keep out of the sﬁg@d reach of children, preferably in a locked cupboard. Accidental ingestion can

be lethal for ehildren.

7>
7. \QEHER SPECIAL WARNING, IF NECESSARY
-

Cytotoxic

Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with

your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C
Store in the original package.
Keep the bottles tightly closed in order to protect from moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with localé

requirements. . 6@
O

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HGmE

R
\Q"
Sandoz GmbH 0’\,
Biochemiestralie 10 @

A-6250 Kundl
o
O

Austria
a
12. MARKETING AUTHORISATION NUMBER(S) 7

A
EU/1/10/617/013 \
EU/1/10/617/014 Q<>
| 13.  BATCH NUMBER N

Lot 60

| 14. GENERAL CLASSIEIGATION FOR SUPPLY

Medicinal product sut%o medical prescription.

*
AN
| 15. INSTRUCHIONS ON USE
\v

l® )

16 RMATION IN BRAILLE

Temozolomide Sandoz 140 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}

103



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING BOTTLE

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 180 mg hard capsules

temozolomide
Q. b

2.  STATEMENT OF ACTIVE SUBSTANCE(S) .
\J
Each hard capsule contains 180 mg of temozolomide. é

3.  LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS(\

N
5 hard capsules \O

20 hard capsules O

QS

S. METHOD AND ROUTE(S) OF ﬁ@%MISTRATION
N

Read the package leaflet before use. 6

Oral use
©

6. SPECIAL WA G THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIG, D REACH OF CHILDREN

. \\
Keep out of thefsigitt and reach of children, preferably in a locked cupboard. Accidental ingestion can
be lethal fo en.

2

N\“HER SPECIAL WARNING, IF NECESSARY

Cytotoxic
Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C
Store in the original package.
Keep the bottles tightly closed in order to protect from moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with localé

requirements. . 6@
O

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HGmE

R
\Q"
Sandoz GmbH 0’\,
Biochemiestralie 10 @

A-6250 Kundl
o
O

Austria
a
12. MARKETING AUTHORISATION NUMBER(S) 7

A
EU/1/10/617/017 \
EU/1/10/617/018 O
&
| 13.  BATCH NUMBER N

Lot 60

r

| 14. GENERAL CLASSIEIGATION FOR SUPPLY

Medicinal product sub@ meédical prescription.

>

AN
| 15. INSTRUCHIONS ON USE
\v

l® )

16 RMATION IN BRAILLE

Temozolomide Sandoz 180 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING BOTTLE

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 250 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCES e‘b_‘

Each hard capsule contains 250 mg of temozolomide.

3.  LIST OF EXCIPIENTS 2\,\0'

Contains lactose. See package leaflet for further information. (b

)]

4. PHARMACEUTICAL FORM AND CONTENTS ( &

N4
5 hard capsules O
20 hard capsules \

O

5.  METHOD AND ROUTE(S) OF AMIN}STRATION
o

Oral use E 0

Read the package leaflet before use.

O

P

6. SPECIAL WARNI HAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGH DREACH OF CHILDREN

{
Keep out of the sﬁg@d reach of children, preferably in a locked cupboard. Accidental ingestion can
be lethal for ¢hildret.

7>
7. \QEHER SPECIAL WARNING, IF NECESSARY
-

Cytotoxic
Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C
Store in the original package.
Keep the bottles tightly closed in order to protect from moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with localé

requirements. . 6@
O

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HGmE

R
\Q"
Sandoz GmbH 0’\,
Biochemiestralie 10 @

A-6250 Kundl
o
O

Austria
a
12. MARKETING AUTHORISATION NUMBER(S) 7

A
EU/1/10/617/021 \
EU/1/10/617/022 Q<>
| 13.  BATCH NUMBER N

Lot 60

| 14. GENERAL CLASSIEIGATION FOR SUPPLY

Medicinal product sut%o medical prescription.

*
AN
| 15. INSTRUCHIONS ON USE
\v

l® )

16 RMATION IN BRAILLE

Temozolomide Sandoz 250 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 5 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

5 capsules \
20 capsules 0()
O

9

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 20 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

5 capsules \
20 capsules 0()
O

9

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 100 mg capsules
temozolomide

Oral use

[2. METHOD OF ADMINISTRATION :\%

o

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

5 capsules \
20 capsules 0()
O

¢

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 140 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3. EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

5 capsules \
20 capsules 0()
O

9

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 180 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

5 capsules \
20 capsules 0()
O

9

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 250 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3. EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

5 capsules \
20 capsules 0()
O

9

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING SACHETS

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 5 mg hard capsules

temozolomide

L N
2. STATEMENT OF ACTIVE SUBSTANCE(S) QJ
Each hard capsule contains 5 mg of temozolomide. . \66

N
3.  LIST OF EXCIPIENTS \V'\\J
N\

Contains lactose. See package leaflet for further information. 20

5 x 1 hard capsule in sachet

20 x 1 hard capsule in sachet \O
(@)

4. PHARMACEUTICAL FORM AND CONTENTS &,‘

5. METHOD AND ROUTE(S) OF ADMINTSTRATION

\\

Read the package leaflet before use.

Oral use 0
O

6. SPECIAL WARNIN ‘Eﬁ?(r THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT A EACH OF CHILDREN

Keep out of the sig @éach of children, preferably in a locked cupboard. Accidental ingestion can
be lethal for child

NS

| 7. OFHER SPECIAL WARNING, IF NECESSARY

J
C ic
Do ndt open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local

requirements. t

)]
11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLA)] e

Sandoz GmbH
Biochemiestrafie 10 Q
A-6250 Kundl 0\,

Austria

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/617/025 ()QQ
EU/1/10/617/026 \

13. BATCH NUMBER O\~

Lot

14. GENERAL CLASSIFICAT FOR SUPPLY

Medicinal product subj %@dical prescription.
O

| 15.  INSTRUCTIQNS ON USE

x\ )

| 16. 1 ATION IN BRAILLE

Te lomide Sandoz 5 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING SACHETS

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 20 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 20 mg of temozolomide. é

3.  LIST OF EXCIPIENTS ‘{\"

NJ
Contains lactose. See package leaflet for further information. @

<
S

4. PHARMACEUTICAL FORM AND CONTENTS A’

NS
5 x 1 hard capsule in sachet \O
O

20 x 1 hard capsule in sachet

5. METHOD AND ROUTE(S) OF APKHNI'STRATION

Read the package leaflet before use. 60
Oral use O

e\

6. SPECIAL WAR%N‘HAT THE MEDICINAL PRODUCT MUST BE STORED OUT

OF THE SIGH@ D REACH OF CHILDREN

*
Keep out of the @d reach of children, preferably in a locked cupboard. Accidental ingestion can
n

be lethal foé\
| ]

\%%ER SPECIAL WARNING, IF NECESSARY
\

Cytotoxic
Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

8. EXPIRY DATE

EXP
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| 9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with locale

requirements.
*
&

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOM

o)

Sandoz GmbH Q
Biochemiestrafle 10 \
A-6250 Kundl 0
Austria @

\

)

12. MARKETING AUTHORISATION NUMBER(S) A&

EU/1/10/617/028

N/
EU/1/10/617/027 \O
O

13. BATCH NUMBER L ~
O
Lot 60

r

14. GENERAL CLASSI \TION FOR SUPPLY

Medicinal product sub*zg&o edical prescription.

*
AN
| 15. INSTRUCHIONS ON USE
\v

l® )

16 RMATION IN BRAILLE

Temozolomide Sandoz 20 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING SACHETS

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 100 mg hard capsules

temozolomide
Q. b

2.  STATEMENT OF ACTIVE SUBSTANCE(S) .
\J
Each hard capsule contains 100 mg of temozolomide. é

3.  LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS(\

o)
5 x 1 hard capsule in sachet \

20 x 1 hard capsule in sachet O

QS

S. METHOD AND ROUTE(S) OF ﬁ@%MISTRATION
N

Read the package leaflet before use. 6

Oral use
©

6. SPECIAL WA G THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIG, D REACH OF CHILDREN

. \\
Keep out of thefsigitt and reach of children, preferably in a locked cupboard. Accidental ingestion can
be lethal fo en.

2

N\“HER SPECIAL WARNING, IF NECESSARY

Cytotoxic
Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local

requirements. t

)]
11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLA)] e

Sandoz GmbH
Biochemiestrafie 10 Q
A-6250 Kundl 0\,

Austria

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/617/029 ()QQ
EU/1/10/617/030 \

13. BATCH NUMBER O\~

Lot

14. GENERAL CLASSIFICAT FOR SUPPLY

Medicinal product subj %@dical prescription.
O

| 15.  INSTRUCTIQNS ON USE

x\ )

| 16. 1 ATION IN BRAILLE

Te lomide Sandoz 100 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING SACHETS

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 140 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCE(S) e‘b_‘

Each hard capsule contains 140 mg of temozolomide.

3.  LIST OF EXCIPIENTS 2\,\0'

Contains lactose. See package leaflet for further information. (b

)]

4. PHARMACEUTICAL FORM AND CONTENTS ( &

N4
5 x 1 hard capsule in sachet O
20 x 1 hard capsule in sachet \

O

5.  METHOD AND ROUTE(S) OF AMII\?}STRATION
o

Read the package leaflet before use. 0
Oral use 6

P

6. SPECIAL WARNI HAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGH D REACH OF CHILDREN

{
Keep out of the sﬁg@d reach of children, preferably in a locked cupboard. Accidental ingestion can
be lethal for ¢hildret.

7>
7. \QEHER SPECIAL WARNING, IF NECESSARY
-

Cytotoxic
Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local

requirements. t

)]
11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLA)] e

Sandoz GmbH
Biochemiestrafie 10 Q
A-6250 Kundl 0\,

Austria

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/617/031 ()QQ
EU/1/10/617/032 \

13. BATCH NUMBER O\~

Lot

14. GENERAL CLASSIFICAT FOR SUPPLY

Medicinal product subj %@dical prescription.
O

| 15.  INSTRUCTIQNS ON USE

x\ )

| 16. 1 ATION IN BRAILLE

Te lomide Sandoz 140 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING SACHETS

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 180 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCE(S) e‘b_‘

Each hard capsule contains 180 mg of temozolomide.

3.  LIST OF EXCIPIENTS 2\,\0'

Contains lactose. See package leaflet for further information. (b

)]

4. PHARMACEUTICAL FORM AND CONTENTS ( &

N4
5 x 1 hard capsule in sachet O
20 x 1 hard capsule in sachet \

O

5.  METHOD AND ROUTE(S) OF AMII\?}STRATION
o

Read the package leaflet before use. 0
Oral use 6

P

6. SPECIAL WARNI HAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGH D REACH OF CHILDREN

{
Keep out of the sﬁg@d reach of children, preferably in a locked cupboard. Accidental ingestion can
be lethal for ¢hildret.

7>
7. \QEHER SPECIAL WARNING, IF NECESSARY
-

Cytotoxic
Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local

requirements. t

)]
11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLA)] e

Sandoz GmbH
Biochemiestrafie 10 Q
A-6250 Kundl 0\,

Austria

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/616/033 ()QQ
EU/1/10/616/034 \

13. BATCH NUMBER O\~

Lot

14. GENERAL CLASSIFICAT FOR SUPPLY

Medicinal product subj %@dical prescription.
O

| 15.  INSTRUCTIQNS ON USE

x\ )

| 16. 1 ATION IN BRAILLE

Te lomide Sandoz 180 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON CONTAINING SACHETS

1. NAME OF THE MEDICINAL PRODUCT

Temozolomide Sandoz 250 mg hard capsules
temozolomide

2. STATEMENT OF ACTIVE SUBSTANCE(S) e‘b_‘

Each hard capsule contains 250 mg of temozolomide.

3.  LIST OF EXCIPIENTS 2\,\0'

Contains lactose. See package leaflet for further information. (b

)]

4. PHARMACEUTICAL FORM AND CONTENTS ( &

N4
5 x 1 hard capsule in sachet O
20 x 1 hard capsule in sachet \

O

5.  METHOD AND ROUTE(S) OF AMII\?}STRATION
o

Read the package leaflet before use. 0
Oral use 6

P

6. SPECIAL WARNI HAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGH D REACH OF CHILDREN

{
Keep out of the sﬁg@d reach of children, preferably in a locked cupboard. Accidental ingestion can
be lethal for ¢hildret.

7>
7. \QEHER SPECIAL WARNING, IF NECESSARY
-

Cytotoxic
Do not open, crush or chew the capsules, swallow whole. If a capsule is damaged, avoid contact with
your skin, eyes or nose.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local

requirements. t

)]
11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLA)] e

Sandoz GmbH
Biochemiestrafie 10 Q
A-6250 Kundl 0\,

Austria

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/617/035 ()QQ
EU/1/10/617/036 \

13. BATCH NUMBER O\~

Lot

14. GENERAL CLASSIFICAT FOR SUPPLY

Medicinal product subj %@dical prescription.
O

| 15.  INSTRUCTIQNS ON USE

x\ )

| 16. 1 ATION IN BRAILLE

Te lomide Sandoz 250 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC {number}
SN {number}
NN {number}
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SACHET LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 5 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

1 capsule C)\
AN

6. OTHER ~\J
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SACHET LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 20 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMIOR BY UNIT

Al

1 capsule C)\
AN

6. OTHER ~\J

127



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SACHET LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 100 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

1 capsule C)\
AN

6. OTHER ~\J

128



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SACHET LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 140 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

1 capsule C)\
AN

6. OTHER ~\J
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SACHET LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 180 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

1 capsule C)\
AN

6. OTHER ~\J

130



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SACHET LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Temozolomide Sandoz 250 mg capsules
temozolomide

Oral use

2. METHOD OF ADMINISTRATION :\\6

Q)

| 3.  EXPIRY DATE Qév\ |
EXP @'0

\’Z}

4. BATCH NUMBER

Lot OQQ
N

5. CONTENTS BY WEIGHT, BY VOLUMINOR BY UNIT

Al

1 capsule C)\
AN

6. OTHER ~\J
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Package leaflet: information for the user
Temozolomide Sandoz 5 mg hard capsules
Temozolomide Sandoz 20 mg hard capsules
Temozolomide Sandoz 100 mg hard capsules
Temozolomide Sandoz 140 mg hard capsules
Temozolomide Sandoz 180 mg hard capsules

Temozolomide Sandoz 250 mg hard capsules é

temozolomide .
\?

Read all of this leaflet carefully before you start taking this medicine because i@hins

important information for you. ®

- Keep this leaflet. You may need to read it again. 0
- If you have any further questions, ask your doctor, pharmacist or %
- This medicine has been prescribed for you only. Do not pass it @n to*0thers. It may harm them,
even if their signs of illness are the same as yours. é
- If you get any side effects, talk to your doctor, pharmacis
side effects not listed in this leaflet. See section 4. Q

se. This includes any possible
What is in this leaflet \

What Temozolomide Sandoz is and what it d for
What you need to know before you take zolomide Sandoz

How to take Temozolomide Sandoz
Possible side effects C)
How to store Temozolomide

Contents of the pack and othe rmation

1. What Temozolo%@ndoz is and what it is used for

ANl o e

Temozolomide San@tains a medicine called temozolomide. This medicine is an antitumour
agent. ¢

e
Temozolonﬁ@doz is used for the treatment of specific forms of brain tumours:

. in ith newly-diagnosed glioblastoma multiforme. Temozolomide Sandoz is first used
er with radiotherapy (concomitant phase of treatment) and after that alone (monotherapy
se of treatment).
in children 3 years and older and adult patients with malignant glioma , such as glioblastoma
multiforme or anaplastic astrocytoma. Temozolomide Sandoz is used in these tumours if they
return or get worse after standard treatment.

2. What you need to know before you take Temozolomide Sandoz
Do not take Temozolomide Sandoz

. if you are allergic to temozolomide or any of the other ingredients of this medicine (listed in
section 6).
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. if you have had an allergic reaction to dacarbazine (an anticancer medicine sometimes called
DTIC). Signs of allergic reaction include feeling itchy, breathlessness or wheezing, swelling of
the face, lips, tongue or throat.

. if certain kinds of blood cells are severely reduced (myelosuppression), such as your white
blood cell count and platelet count. These blood cells are important for fighting infection and
for proper blood clotting. Your doctor will check your blood to make sure you have enough of
these cells before you begin treatment.

Warnings and precautions
Talk to your doctor, pharmacist or nurse before taking Temozolomide Sandoz
. as you should be observed closely for the development of a serious form of chest infectiob

called Prneumocystis jirovecii pneumonia (PCP). If you are a newly-diagnosed patient
(glioblastoma multiforme) you may be receiving Temozolomide Sandoz for 42 day,

combination with radiotherapy. In this case, your doctor will also prescribe medjer help
you prevent this type of pneumonia (PCP). Q
. if you have ever had or might now have a hepatitis B infection. This is b mozolomide

could cause hepatitis B to become active again, which can be fatal in so& ses. Patients will
be carefully checked by their doctor for signs of this infection before @nent is started.

. if you have low counts of red blood cells (anaemia), white blood c@a d platelets, or blood
clotting problems before starting the treatment, or if you develgp theth during treatment. Your
doctor may decide to reduce the dose, interrupt, stop or chav%ur treatment. You may also
need other treatments. In some cases, it may be necessary; treatment with Temozolomide
Sandoz. Your blood will be tested frequently during trc@ to monitor the side effects of
Temozolomide Sandoz on your blood cells.

. as you may have a small risk of other changes in\@ cells, including leukaemia.

. if you have nausea (feeling sick in your stom artd/or vomiting which are both very common
side effects of Temozolomide Sandoz (see @ 4), your doctor may prescribe you a
medicine (an anti-emetic) to help preventéﬁting.

If you vomit frequently before or dugifigitreatment, ask your doctor about the best time to take

Temozolomide Sandoz until the vamitiiig is under control. If you vomit after taking your dose,
do not take a second dose on t day.

. if you develop fever or sympt f an infection, contact your doctor immediately.

. if you are older than 70 y f age. You might be more prone to infections, bruising or
bleeding.

. if you have liver ki@/ problems. Your dose of Temozolomide Sandoz may need to be
adjusted. (\

Children and adQ@nts

L 2
Do not give &dicine to children under the age of 3 years because it has not been studied. There
is limited. ation in patients over 3 years of age who have taken Temozolomide Sandoz.

O@dicines and Temozolomide Sandoz

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines.

Pregnancy, breast-feeding and fertility
If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor or

pharmacist for advice before taking this medicine. This is because you must not be treated with
Temozolomide Sandoz during pregnancy unless clearly indicated by your doctor.
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Effective contraceptive precautions must be taken by female patients who are able to become
pregnant during treatment with Temozolomide Sandoz, and for at least 6 months following
completion of treatment.
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You should stop breast-feeding while receiving treatment with Temozolomide Sandoz.

Male fertility

Temozolomide Sandoz may cause permanent infertility. Male patients should use effective
contraception and not father a child for at least 3 months after stopping treatment. It is recommended
to seek advice on conservation of sperm prior to treatment.

Driving and using machines

Temozolomide Sandoz may make you feel tired or sleepy. In this case, do not drive or use any tools
or machines or cycle until you see how this medicine affects you (see section 4). E

Temozolomide Sandoz contains lactose and sodium @
L 2
Temozolomide Sandoz contains lactose (a kind of sugar). If you have been told by ym‘?@r that

you have an intolerance to some sugars, contact your doctor before taking this medi roduct.

This medicine contains less than 1 mmol sodium (23 mg) per hard capsule, th Qsay essentially
‘sodium-free’.
3. How to take Temozolomide Sandoz K @

Always take this medicine exactly as your doctor or pharmacist d you. Check with your doctor
or pharmacist if you are not sure.

Dosage and duration of treatment \O

Your doctor will work out your dose of Temozol Sandoz. This is based on your size (height and
weight) and if you have a recurrent tumour and haye¢had chemotherapy treatment in the past.

You may be given other medicines (anti- s) to take before and/or after taking Temozolomide
Sandoz to prevent or control nausea iting.

Patients with newly-diagnosed @Jstoma multiforme

If you are a newly-diag se%ient, treatment will occur in two phases:
* treatment together rXra therapy (concomitant phase) first
« followed by tre@with only Temozolomide Sandoz (monotherapy phase).
*
During the cen Mnt phase, your doctor will start Temozolomide Sandoz at a dose of 75 mg/m?

(usual dose ill take this dose every day for 42 days (up to 49 days) in combination with
radiothe e Temozolomide Sandoz dose may be delayed or stopped, depending on your blood

co@ ow you tolerate your medicine during the concomitant phase.

Oncevhe radiotherapy is completed, you will interrupt treatment for 4 weeks. This will give your
body a chance to recover.

Then, you will start the monotherapy phase.

During the monotherapy phase, the dose and way you take Temozolomide Sandoz will be different.
Your doctor will work out your exact dose. There may be up to 6 treatment periods (cycles). Each one
lasts 28 days. You will take your new dose of Temozolomide Sandoz alone once daily for the first

5 days (“dosing days”) of each cycle. The first dose will be 150 mg/m?. Then you will have 23 days
without Temozolomide Sandoz. This adds up to a 28-day treatment cycle.
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After Day 28, the next cycle will begin. You will again take Temozolomide Sandoz once daily for

5 days followed by 23 days without Temozolomide Sandoz. The Temozolomide Sandoz dose may be
adjusted, delayed or stopped depending on your blood counts and how you tolerate your medicine
during each treatment cycle.

Patients with tumours that have returned or worsened (malignant glioma, such as glioblastoma
multiforme or anaplastic astrocytoma) taking Temozolomide Sandoz only

A treatment cycle with Temozolomide Sandoz lasts 28 days.
You will take Temozolomide Sandoz alone once daily for the first 5 days. This daily dose depends on
whether or not you have received chemotherapy before.

If you have not been previously treated with chemotherapy, your first dose of Temozolomide S@z
will be 200 mg/m?” once daily for the first 5 days. If you have been prev10usly treated with @
chemotherapy, your first dose of Temozolomide Sandoz will be 150 mg/m? once daily fo st

5 days. K
Then, you will have 23 days without Temozolomide Sandoz. This adds up to a %@reatment
cycle.

After Day 28, the next cycle will begin. You will again receive Temozol@andoz once daily for

5 days, followed by 23 days without Temozolomide Sandoz. K

Before each new treatment cycle, your blood will be tested to sge®: Temozolomide dose needs to
be adjusted. Depending on your blood test results, your doct djust your dose for the next
cycle. O

How to take Temozolomide Sandoz O\

Take your prescribed dose of Temozolomide Sangoz once a day, preferably at the same time each

day.
O

Take the capsules on an empty stom. example, at least one hour before you plan to eat
breakfast. Swallow the capsule(s) w with a glass of water. Do not open, crush or chew the
capsules. If a capsule is damage, 1d contact of the powder with your skin, eyes or nose. If you
accidentally get some in you or nose, flush the area with water.
Depending on the presciibed dose, you may have to take more than one capsule together, eventually
with different stren ntent of active substance, in mg). The colour of the capsule cap is different
for each strength‘& the table below).
\ Strength Colour of the cap
Tem“@ide Sandoz 5 mg hard capsules green
N

mmmide Sandoz 20 mg hard capsules yellow
Temozolomide Sandoz 100 mg hard capsules pink
Temozolomide Sandoz 140 mg hard capsules blue
Temozolomide Sandoz 180 mg hard capsules maroon
Temozolomide Sandoz 250 mg hard capsules white

Y ou should make sure you fully understand and remember the following:
. how many capsules you need to take every dosing day. Ask your doctor or pharmacist to write
it down (including the colour).
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. which days are your dosing days.

Review the dose with your doctor each time you start a new cycle, since it may be different from the
last cycle.

Always take Temozolomide Sandoz exactly as your doctor has told you. It is very important to check
with your doctor or pharmacist if you are not sure. Errors in how you take this medicine may have

serious health consequences.

If you take more Temozolomide Sandoz than you should
If you accidentally take more Temozolomide Sandoz capsules than you were told to, contact your
doctor, pharmacist or nurse immediately. E

If you forget to take Temozolomide Sandoz
Take the missed dose as soon as possible during the same day. If a full day has gone by, ¢ ith
your doctor. Do not take a double dose to make up for a forgotten dose, unless your d b& Is you to

do so. O

If you have any further questions on the use of this medicine, ask your doctc&&acist or nurse.

4. Possible side effects Z

Like all medicines, this medicine can cause side effects, althou%géverybody gets them.
ing:

Contact your doctor immediately if you have any of the
. a severe allergic (hypersensitive) reaction (hives,
. uncontrolled bleeding,

. seizures (convulsions), QO

. fever,
. chills \
. severe headache that does not go &’

Temozolomide Sandoz treatment se a reduction in certain kinds of blood cells. This may cause
you to have increased bruising ding, anaemia (a shortage of red blood cells), fever, and reduced
resistance to infections. The tion in blood cell counts is usually short-lived. In some cases, it
may be prolonged and may to a very severe form of anaemia (aplastic anaemia). Your doctor will
monitor your blood re for any changes, and will decide if any specific treatment is needed. In
some cases, your Te %mide Sandoz dose will be reduced or treatment stopped.
Other side effect§ ave been reported are listed below:

L 2
Very com ay affect more than 1 in 10 people):
. lo petite, difficulty speaking,headache

L]
. @niting, nausea, diarrhoea, constipation
. rash, hair loss

. tiredness.

zing or other breathing difficulty),

Common (may affect up to 1 in 10 people):

. infections, oral infections, wound infection

. reduced number of blood cells (neutropenia, thrombocytopenia, lymphopenia)

. allergic reaction

. increased blood sugar

. memory impairment, depression, anxiety, confusion, inability to fall asleep or stay asleep
. impaired coordination and balance

. difficulty concentrating, change in mental status or alertness, forgetfulness

. dizziness, impaired sensations, tingling sensation, shaking, abnormal taste
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. partial loss of vision, abnormal vision, double vision, dry or painful eyes

. deafness, ringing in the ears, earache
. blood clot in lung or legs, high blood pressure
. pneumonia, shortness of breath, bronchitis, cough, inflammation of your sinuses
. stomach or abdominal pain, upset stomach/heartburn, difficulty swallowing
. dry skin, itching
. muscle damage, muscle weakness, muscle aches and pain
. painful joint, back pain
. frequent urination, difficulty withholding your urine
. fever, flu-like symptoms, pain, feeling unwell, a cold or the flu
. fluid retention, swollen legs
. liver enzyme elevations
. loss of weight, weight gain é
. radiation injury
e
Uncommon (may affect up to 1 in 100 people): K\
» brain infections (meningoencephalitis herpetic) including fatal cases

* new or reactivated cytomegalovirus infections O
» reactivated hepatitis B virus infections ®

» secondary cancers including leukaemia 0

» reduced blood cell counts (pancytopenia, anaemia, leukopenia) @

* red spots under the skin

» diabetes insipidus (symptoms include increased urination and thirsty), low potassium level

in the blood
* mood swings, hallucination Q
* partial paralysis, change in your sense of smell Q
*  hearing impairment, infection of the middle ear \UO
* palpitations (when you can feel your heart beat) ot
* swollen stomach, difficulty controlling your 6\11
* hepatitis and injury to the liver (includi fa%v
* blisters on body or in mouth, skin peeli
rash with skin swelling (including p
* increased sensitivity to sunlight, i
+ difficulty in urinating
» vaginal bleeding, vaginal il{@n, absent or heavy menstrual periods, breast pain, sexual

shes

ovements, haemorrhoids, dry mouth

er failure), cholestasis, increased bilirubin
in eruption, painful reddening of the skin, severe

afta (hives), increased sweating, change in skin colour

impotence
» shivering, face swel 'ng@olouration of the tongue, thirst, tooth disorder

Reporting of side e

If you get any sidg &ffeets, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not liste 1\1S leaflet. You can also report side effects directly via the national reporting
system liste endix V. By reporting side effects you can help provide more information on the
safety of, edicine.

5. g How to store Temozolomide Sandoz

Keep this medicine out of the sight and reach of children, preferably in a locked cupboard. Accidental
ingestion can be lethal for children.

Do not use this medicine after the expiry date which is stated on the label and carton after “EXP”. The
expiry date refers to the last day of that month.

Bottle

Do not store above 25°C

Store in the original package.

Keep the bottles tightly closed in order to protect from moisture.
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Sachet
Do not store above 25°C

Tell your pharmacist if you notice any change in the appearance of the capsules.
Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What Temozolomide Sandoz contains E
° The active substance is temozolomide. @

Temozolomide Sandoz 5 mg hard capsules K
Each capsule contains 5 mg temozolomide. O

Temozolomide Sandoz 20 mg hard capsules
Each capsule contains 20 mg temozolomide. 0

Temozolomide Sandoz 100 mg hard capsules K
Each capsule contains 100 mg temozolomide. @
Temozolomide Sandoz 140 mg hard capsules Q
Each capsule contains 140 mg temozolomide. OQ

Temozolomide Sandoz 180 mg hard capsules
Each capsule contains 180 mg temozolomidg!

Temozolomide Sandoz 250 mg hard les
Each capsule contains 250 mg te@ mide.

. The other ingredients of the e are

Temozolomide Sandoz, hard capsules

- Capsule cortent~anhydrous lactose, colloidal anhydrous silica, sodium starch glycolate
type A, ta Xam , Stearic acid.

- Capsul . gelatine, titanium dioxide (E 171), yellow iron oxide (E 172), indigo
carmi 132), water.

- Pr@ ink: shellac, black iron oxide (E 172), potassium hydroxide.

T omide Sandoz 20 mg hard capsules
Capsule content: anhydrous lactose, colloidal anhydrous silica, sodium starch glycolate
type A, tartaric acid, stearic acid.

- Capsule shell: gelatine, titanium dioxide (E 171), yellow iron oxide (E 172), water.

- Printing ink: shellac, black iron oxide (E 172), potassium hydroxide.
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Temozolomide Sandoz 100 mg hard capsules

- Capsule content: anhydrous lactose, colloidal anhydrous silica, sodium starch glycolate
type A, tartaric acid, stearic acid.

- Capsule shell: gelatine, titanium dioxide (E 171), red iron oxide (E 172), water.

- Printing ink: shellac, black iron oxide (E 172), potassium hydroxide.

Temozolomide Sandoz 140 mg hard capsules

- Capsule content: anhydrous lactose, colloidal anhydrous silica, sodium starch glycolate
type A, tartaric acid, stearic acid.

- Capsule shell: gelatine, titanium dioxide (E 171), indigo carmine (E 132), water.

- Printing ink: shellac, black iron oxide (E 172), potassium hydroxide.

Temozolomide Sandoz 180 mg hard capsules Q

- Capsule content: anhydrous lactose, colloidal anhydrous silica, sodium starch g e
type A, tartaric acid, stearic acid. .

- Capsule shell: gelatine, titanium dioxide (E 171), yellow iron oxide (E 17, )X iron
oxide (E 172), water. O

- Printing ink: shellac, black iron oxide (E 172), potassium hydroxidQ

Temozolomide Sandoz 250 mg hard capsules Q\'

- Capsule content: anhydrous lactose, colloidal anhydrous sili dium starch glycolate
type A, tartaric acid, stearic acid. K

- Capsule shell: gelatine, titanium dioxide (E 171), wat,

- Printing ink: contains shellac, black iron oxide (E wpotassium hydroxide.

What Temozolomide Sandoz looks like and contents o@lck

Bottle

The hard capsules are dispensed in amber glass b, Type 3 glass) with polypropylene child-
resistant closures. Each bottle contains either 5 0 capsules. The bottles also contain a desiccant
pouch. Keep the desiccant pouch in the bot@o not swallow it.

Sachet
Each hard capsule (capsule) is indiv@ly packed in a sachet. Each carton contains 5 or 20 hard

capsules. K
Not all pack sizes may bq@ted.
@g hard capsules

vera white coloured body, a green coloured cap, and are imprinted with black
ted with “TMZ” and the body is imprinted with “5”.
proximately 15.8 mm in length.

ink. The cap s i
Each capsu

Tem @de Sandoz 20 mg hard capsules

T capsules have a white coloured body, a yellow coloured cap, and are imprinted with black
ink. ®he cap is imprinted with “TMZ” and the body is imprinted with “20”.

Each capsule is approximately 11.4 mm in length.

Temozolomide Sandoz 100 mg hard capsules

The hard capsules have a white coloured body, a pink coloured cap, and are imprinted with black
ink. The cap is imprinted with “TMZ” and the body is imprinted with “100”.

Each capsule is approximately 15.8 mm in length.

Temozolomide Sandoz 140 mg hard capsules

The hard capsules have a white coloured body, a transparent blue coloured cap, and are imprinted
with black ink. The cap is imprinted with “TMZ” and the body is imprinted with “140”.

Each capsule is approximately 19.3 mm in length.
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Temozolomide Sandoz 180 mg hard capsules

The hard capsules have a white coloured body, a maroon coloured cap, and are imprinted with black
ink. The cap is imprinted with “TMZ” and the body is imprinted with “180”.

Each capsule is approximately 19.3 mm in length.

Temozolomide Sandoz 250 mg hard capsules

The hard capsules have a white coloured body, a white coloured cap, and are imprinted with black
ink. The cap is imprinted with “TMZ” and the body is imprinted with “250.

Each capsule is approximately 21.4 mm in length.

Marketing Authorisation Holder

Sandoz GmbH
Biochemiestrafie 10 6
A-6250 Kundl @

Austria
Manufacturer Oi\g

Salutas Pharma GmbH

Otto-von-Guericke-Allee 1 ®
D-39179 Barleben 0
Germany @

Lek Pharmaceuticals d.d é
Verovskova 57

SL-1526 Ljubljana

Slovenia OQ

For any information about this medicinal product, please Contact the local representative of the

Marketing Authorisation Holder: Q

Belgié/Belgique/Belgien \ Lietuva

Sandoz N.V. () Sandoz Pharmaceuticals d.d
Telecom Gardens 0 Branch Office Lithuania
Medialaan 40 6 Seimyniskiu 3A

B-1800 Vilvoorde O LT -09312 Vilnius
Tél/Tel: +32 (0)2 722 97 97QK Tel: +370 5 2636 037
Bbuarapus \ Luxembourg/Luxemburg
KUT Canno3s beara fb' Sandoz N.V.

Byn.“Hukona Ba@“ No. 55 Telecom Gardens

crp. 4,er. 4 o 0 Medialaan 40

1407 Copu N\ B-1800 Vilvoorde

Temn.: '+3 04747 Tél/Tel: +32 (0)2 722 97 97
regaffai @sandoz.com

Ceska republika Magyarorszag

Sandoz s.r.0. Sandoz Hungaria Kft.

Na Pankraci 1724/129 Bartok Béla ut 43-47
CZ-140 00, Praha 4 H-1114 Budapest

Tel: +420 225 775 111 Tel: +36 1 430 2890
office.cz@sandoz.com Info.hungary@sandoz.com
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Danmark

Sandoz A/S

Edvard Thomsens Vej 14
DK-2300 Kebenhavn S
Danmark

TIf: +45 6395 1000
info.danmark@sandoz.com

Deutschland

Hexal AG

Industriestr. 25
D-83607 Holzkirchen
Tel: +49 39205 42-1305
dra.co_de@hexal.com

Eesti

Sandoz d.d. Eesti filiaal
Parnu mnt 105

EE — 11312 Tallinn
Tel: +372 6652405

EAiLGoo
Novartis (Hellas) A.E.B.E.
TnA: +30 210 2811712

Espaiia

Sandoz Farmacéutica, S.A
Centro Empresarial Parque Norte
C/ Serrano Galvache N° 56, Edi oble

E-28033 Madrid Q

Tel: +34 91 602 30 62
registros.spain@sandO@

France ¢ Q
Sandoz SAS. \
49, avenue s Pompidou

ois-Perret Cedex

Hrvatska

Sandoz d.o.o0.
Maksimirska 120

HR — 10 000 Zagreb
Tel : +385 12353111
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Malta

Sandoz Pharmaceuticals d.d.
Verovskova 57,

SI-1000 Ljubljana

Slovenia

Tel: +356 21222872

Nederland

Sandoz B.V.

Veluwezoom 22

NL-1327 AH Almere

Tel: +31 (0)36 5241600
nl.registration@sandoz.com

Norge K
Sandoz A/S O
Edvard Thomsens Vej 14

DK-2300 Kgbenhavn S ®
Danmark 0

TIf: +45 6395 1000

info.danmark@sandoz’com

Polska

Sandoz Polska Sp. z o.0.

ul. Domaniewska 50 C

PL - 02 672 Warszawa

Tel.: +48 22 209 7000
maintenance.pl@sandoz.com

Portugal

Sandoz Farmacéutica Lda.

Avenida Professor Doutor Cavaco Silva, n.° 10E
Taguspark

P-2740-255 Porto Salvo

Tel: +351 21 196 40 42
regaff.portugal@sandoz.com

Romania

SC Sandoz S.R.L.

Strada Livezeni Nr. 7a
540472 Targu Mures

Tel: +40 21 407 51 60
regaffairs.ro@sandoz.com



Ireland

Rowex Ltd

Newtown

Bantry

Co. Cork

Ireland

Tel: +353 27 50077
regulatorygroup@rowa-pharma.ie

island

Sandoz A/S

Edvard Thomsens Vej 14
DK-2300 Kaupmaannahdfn S
TIf: +45 6395 1000
info.danmark@sandoz.com

Italia

Sandoz S.p.A.

Largo Umberto Boccioni, 1
1-21040 Origgio / VA

Tel: +39 02 96 54 1
regaff.italy@sandoz.com

Kvzpog

Sandoz Pharmaceuticals d.d.
Verovskova 57,

SI-1000 Ljubljana

YhoBevia

TnA: +357 22 69 0690 60

Q}Q

Latvija
Sandoz d.d. Latvia filiale
K.Valdemara 33 — 29
LV-1010 Riga

Tel: +371 6789200

o CD
O

This ea@ as last revised in <{MM/YYYY}>.
Ot

ources of information

Slovenija

Lek Pharmaceuticals d.d.
Verovskova 57

SI-1526 Ljubljana

Tel: +386 1 580 21 11
info.lek@sandoz.com

Slovenska republika

Sandoz d.d. - organiza¢na zlozka
Zizkova 22B,

811 02 Bratislava . 6
Tel: +421 2 48 200 600 N\

sk.regulatory@sandoz.com O
Sandoz A/S \
Edvard Thomsens Vi

DK-2300 Kéépe,Qa asS
Tanska

Puh: + 35 %33 400
info.suomi doz.com

doz A/S
vard Thomsens Vej 14

D

Suomi/Finland

Danmark
Tel: +45 6395 1000
info.sverige@sandoz.com

\QDK-BOO Koépenhamn S
O

United Kingdom (Northern Ireland)
Sandoz GmbH

Biochemiestr. 10

A-6250 Kundl

Tel: +43 5338 2000

Detailed information on this medicine is available on the website of the European Medicines

Agency (EMA) http://www.ema.europa.eu/
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