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Neupogen® (Filgrastim) 30, 48 MU (Pre-filled syringe / vials)
Solution for injection
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- Reduction in the duration and severity of neutropenia in patients treated with highly
myelosuppressive chemotherapy for malignancy (with the exception of chronic myeloid leukemia
and myelodysplastic syndromes).

- Reduction in the duration of neutropenia in patients undergoing high-dose cytotoxic
chemotherapy followed by bone marrow transplantation.

- In children or adults with severe congenital neutropenia, cyclic neutropenia or idiopathic
neutropenia, a history of clinically important infections within the last 12 months and three
documented episodes of neutropenia (with an ANC < 5 x 1000000000), long-term administration of
Neupogen is indicated to increase neutrophil counts and to reduce infections.

- Neupogen is indicated for the mobilization of autologous peripheral blood progenitor cells alone
or following myelosuppressive chemotherapy and the mobilization of peripheral blood progenitor
cells in normal donors (allogeneic PBPC).

NN 771> X977 172 NIN'02 DTV e
NYINN 72 112y X710 TR NIFIMNN 72 1Y [NINYDY DTN DY) NIA707A 'RIFD NIYDIN ,0017 Nnivny
.Ton

4.2 Posology and method of administration

4.4  Special warnings and precautions for use

Glomerulonephritis

Glomerulonephritis has been reported in patients receiving filgrastim and pedfilgrastim. Generally, events of
glomerulonephritis resolved after dose reduction or withdrawal of filgrastim and pedfilgrastim. Urinalysis
monitoring is recommended.




Capillary leak syndrome

Capillary leak syndrome, which can be life-threatening if treatment is delayed, has been reported after
granulocyte-colony stimulating factor administration, and is characterized by hypotension, hypoalbuminemia,
edema and hemoconcentration. Patients who develop symptoms of capillary leak syndrome should be
closely monitored and receive standard symptomatic treatment, which may include a need for intensive care
(see section 4.8).

Splenomegaly and Splenic rupture

Generally asymptomatic cases of splenomegaly and cases of splenic rupture have been reported in
patients and normal donors following administration of Neupogen. Some cases of splenic rupture were
fatal. Therefore, spleen size should be carefully monitored (e.g. clinical examination, ultrasound). A
diagnosis of splenic rupture should be considered in donors and/or patients reporting left upper abdominal
or shoulder tip pain. Dose reductions of Neupogen have been noted to slow or stop the progression of
splenic_enlargement in patients with severe chronic neutropenia, and in 3% of patients a

splenectomy was required.

Thrombocytopenia

Thrombocytopenia has been reported in patients receiving Neupogen. Platelet counts should be
monitored closely, especially during the first few weeks of Neupogen therapy. Consideration should be
given to temporary discontinuation or dose reduction of Neupogen in patients with severe chronic
neutropenia who develop thrombocytopenia (platelet count < 100 x 109/1).

4.7 Effects on ability to drive and use machines

Neupogen may have a minor influence on the ability to drive and use machines. Dizziness may occur

4.8Undesirable effects

a. Tabulated summary of adverse reactions

MedDRA system Adverse reactions
organ class Very common Common Uncommon Rare Very rare
(= 1/10) (= 1/100 to < 1/10) (= 1/1000 to (= 1/10,000 to (< 1/10,000)
< 1/100) < 1/1000)
Infections and Sepsis
infestations Bronchitis

Upper respiratory
tract infection

Urinary tract

infection
Blood and Thrombocytopenia | Splenomegaly? Leukocytosis? Splenic rupture?
lymphatic system | Anemia® Hemoglobin Splenicrupture* | Sickle cell
disorders decreased® Splenemegaly®™® | anemia with
Sicklecell-erisis® | crisis
Immune system Drug Hypersensitivity | Anaphylactic
disorders Reacmopsiaans Drug reaction

hypersensitivity?
Graft versus Host

Disease®




MedDRA system Adverse reactions
organ class Very common Common Uncommon Rare Very rare
(= 1/10) (> 1/100 to < 1/10) (= 1/1000 to (= 1/10,000 to (< 1/10,000)
< 1/100) < 1/1000)
Metabolism and Blood-uricacid Decreased Pseudogout® Blood glucose
nutrition increased appetite® Hyperuricemia decreased
disorders Bloodactate Blood lactate Blood uric acid Pseudogout®
dehydrogenase dehydrogenase increased (Chondrocalcin
increased increased 0sis
Decreased Pyrophosphate)
appetite® Fluid volume
disturbances
Psychiatric Insomnia
disorders
Nervous system Headache?® Dizziness
disorders Hypoaesthesia
Paraesthesia
Vascular Hypertension Veno-occlusive Capillary leak
Ddisorders Hypotension diseased syndrome®
Fluidvolume
disturbances
Capillary-leak
syndrome®
Respiratory, Sreshormgon Haemoptysis® Acute respiratory
thoracic and U Dyspnea distress
mediastinal Cough’ Cough? syndrome?
disorders Dyspnoea Oropharyngeal Respiratory
pain®® failure?
Epistaxis Pulmonary
oedema?
Pulmonary
haemorrhage
Interstitial lung
disease?
Lung infiltration?
Hypoxia
Gastrointestinal Diarrheea®-¢ Oral pPRain
disorders Vomiting®¢ Constipation?
Constipation®
Nausea?
Hepatobiliary Gamma-glutamyl | Hepatomegaly Aspartate
disorders transferase Blood alkaline aminotransferase
increased phosphatase increased
Blood-alkaline increased Gamma-glutamyl
phosphatase transferase
increased increased
Skin and Rash? Rash? Sweets-syndrome | Cutaneous
subcutaneous Alopecia? Erythema Cutaneous vasculitis?
tissue disorders vasculitis® Sweets
Rash syndrome
maculopapular (acute febrile
neutrophilic
dermatosis)
Musculoskeletal Musculoskeletal Muscle spasms Osteoporosis Bone density
and connective pain® Exacerbation-of decreased
tissue disorders rheumatoid Exacerbation of
arthritis rheumatoid
arthritis




MedDRA system
organ class

Adverse reactions

complications

Very common Common Uncommon Rare Very rare
(= 1/10) (> 1/100 to < 1/10) (= 1/1000 to (= 1/10,000 to (< 1/10,000)
< 1/100) < 1/1000)
Renal and Dysuria Urine Glomeruloneph
urinary disorders Hematuria abnormality ritis
Proteinuria Urine
abnormality
General disorders | Asthenia® Chest pain? Raly
and Fatigue? Pain? Injection site
administration Mucosal Asthenia? reaction
site conditions inflammation? Malaise®
Pyrexia OEedema
peripheral®
Injury Transfusion
poisoning and reaction®
procedural

@ See section ¢ (Description of selected adverse reactions)

b There have been reports of GVHD and fatalities in patients after allogeneic bone marrow transplantation (see section c)
¢ Includes bone pain, back pain, arthralgia, myalgia, pain in extremity, musculoskeletal pain, musculoskeletal chest pain,

neck pain

dCases were observed in the post-marketing setting in patients undergoing bone marrow transplant or PBPC

mobilization

¢ Adverse events with higher incidence in Neupogen patients compared to placebo and associated with the sequelae of

the underlying malignancy or cytotoxic chemotherapy *-Cases-were-observed-inthe-clinical-trial-setting
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