Zetabin For Injection
Gemcitabine Hydrochloride for Injection USP
(Lyophilized Powder)
Composition:
ZETABIN-200
Each vial contains
Gemcitabine HCl IP eq. to Gemcitabine 200 mg.
Mannitol

IP

200 mg.

Sodium acetate

IP

12.5 mg.

ZETABIN-1g
Each Vial contains:
Gemcitabine HCl IP eq. to Gemcitabine 1000 mg.
Mannitol

IP

1000 mg.

Sodium acetate

IP

62.5 mg.

ZETABIN-1.4 g
Each vial contains:
Gemcitabine Hydrochloride I.P.
equivalent to Gemcitabine
Mannitol

I.P.

Sodium acetate

I.P.

1.4 g
1.4 g
87.5 gm

Hydrochloric Acid I.P. and /or Sodium Hydroxide
I.P. may have been used to adjust the pH.
(As sterile freeze-dried powder for reconstitution)

DESCRIPTION
Gemcitabine HCL is a nucleoside analogue that exhibits antitumor activity.
Gemcitabine HCL is 2-deoxy-2,2- difluorocytidine monohydrochloride (Beta-isomer).
The Structural Formula is as follows:

The empirical formula for Gemcitabine HCL is C9H11F2N3O4. HCl. It has a molecular weight of 299.66.
Gemcitabine HCl is a white to off-white solid. It is soluble in water, slightly soluble in menthanol, and
practically insoluble in ethanol and polar organic solvents.
PHARMACOLOGY
Exhibits cell phase specificity, primarily killing cells undergoing DNA synthesis in the S-phase. It also blocks
the progression of cells through the G1/S-phase boundary.

HUMAN PHARMACOKINETICS
Distribution
Protein binding is negligible. Vd is 50 L/m2 (Short infusion) and 370 L/m2 (Long infusion).
Metabolism
To Inactive URACIL METABOLITE (dFdU)
Elimination:
Cl is 75.7 to 92.2 L/h/m2 (men); 57 to 69.4 L/h/m2 (women). Primary route is renal. Short infusion t ½ is
42 to 94 min. Long infusion t ½ is 245 to 638 min.
Special Populations
Elderly

Cl is 55.1 L/h/m2 (men) and 41.5 L/h/m 2 (women); t ½ is 61 min (men) and 73 min (women).

INDICATIONS AND USAGE
First-line treatment of locally advanced or metastatic Pancreatic adenocarcinoma in patients previously
treated with 5-fluorouracil; first-line treatment of locally advanced or metastatic non-small cell lung
cancer (NSCLC);
Treatment of advanced ovarian cancer that has relapsed at least 6 mo after completion of platinum- based
therapy; first-line treatment of metastatic breast cancer after failure of prior anthracycline-containing
adjuvant chemotherapy, unless anthracyclines are clinically contraindicated.
Unlabeled Uses
Treatment of biliary cancer, bladder cancer, relapsed or refractory testicular cancer, squamous cell
carcinoma of the head and neck.
DOSAGE AND ADMINISTRATION
Pancreatic Adenocarcinoma
Adults
I.V. 1,000 mg/m2once weekly for 7 wk followed by 1 wk of rest.
Dosage Adjustment
Based on degree of hematologic toxicity. If marrow suppression is detected, modify gemcitabine dosage
as follows; absolute granulocyte count (AGC) is at least 1,000 X 106 /L and platelet count is at least 100,000
x 106/L give 100% of full dose; agc is 500 to 999 x 106 /L or platelet count is 50,000 to 99,999 x 106 /L,
give75% of full dose; AGC is less than 500x106 /L or platelet count is less than 50,000 x106 /L, hold dose.
Subsequent cycles.
Give the same dose once weekly for 3 consecutive wk followed by 1 wk of rest. After at least 7 doses ( 1
cycle), the dose may be increased to 1,250 mg/m2 once weekly for 3 wk, followed by 1 wk of rest, if the
following criteria are met.
- Nonhematologic toxicity is no greater than WHO grade 1,
- platelet nadirs are greater than 100,000x106 /L
- AGC nadir is more than 1,500 x 106 /L
If patient still meets the above creteria after receiving 3 doses of the higher regimen, gemcitabine dose
may be increased to 1,500 mg/m2 I.V. once weekly for 3 wk, followed by 1 wk of rest.
NSCLC
Adults

I.V. In combination with cisplatin, gemcitabine 1,000 mg/m2 on days 1,8 and 15 of each 28-day cycle
Alternatively, gemcitabine 1,250 mg/m2 may be given
I.V. on days 1 and 8 of a 21 day cycle.
Dosage adjustment
Reduce or delay the gemcitabine dose in patients with neutropenia or thrombocytopenia on the day of
treatment. On the day of the Schedule dose, if AGC is 500 to 999 x106 /L or platelet count is 50,000 to
99,999 x 106 /L, give 75 % of the prior dose. If AGC is less than 500 x 106 /L or platelet count is less than
50,000 x 106 / L, hold dose. For grade 3 or 4 nonhematologic toxicity, hold gemcitabine or reduce the dose
50% in patients with NSCLC. Dosage reduction is not required for severe alopecia or nausea and vomiting.
Dosage reduction may be necessary in renal or hepatic function impairment. Use additional caution in
these patients.
Ovarian Cancer Adults
I.V. 1,000 mg/m2 over 30 min on days 1 and 8 of each 21- day cycle in combination with carboplatin.
Monitor prior to each dose with a CBC, including differential counts. Prior to each cycle, the AGC should
be least 1,500 x 106/L and the platelet count should be at least 100,000x 106 /L
Dosage Adjustment
Based on granulocyte and platelet counts on day 8 of therapy. If marrow suppression is detected, modify
gemcitabine dosage as follows: AGC is 1,000 to 1,499x106/L and/or platelet count is less than 75000 to
99,999 x106/L give 50% of full dose, AGC is less than 1000 x 106 /L and /or platelet count is less than
75,000 x 106 /L, hold dose. For severe nonhematologic toxicity, except nausea/ vomiting, hold
gemcitabine therapy or decrease 50%.
Subsequent cycles.
Dose adjustments for gemcitabine in combination with carboplatin are based upon observed toxicity.
Reduce the gemcitabine dose to 800 mg/m2 on days 1 and 8 if-any of the following hematologic toxicities
are present:
-AGC less than 500x106 /L for more than 5 days,
- AGC less than 100x106 /L for more than 3 days,
-Febrile neutropenia,
- Platelet count less than 25,000 x 106 /L
- Cycle delay of more than 1 wk because of toxicity.
If any of the above recur after the initial dose reduction, for the subsequent cycle, give gemcitabine 800
mg/m2 on day 1 only.

Breast Cancer

Adults
I.V. 1,250 mg/m2 over 30 min on days 1 and 8 of each 21-day cycle in combination with paclitaxel. Monitor
prior to each dose with a CBC, including differential . Prior to each cycle, AGC should be at least 1,500 x
106/L and the platelet count should be at least 100,000 x 106/L.

Dosage adjustment
Based on granulocyte and platelet counts on day 8 of therapy. If marrow suppression is detected, modify
gemcitabine dosage as follows: AGC is 1,000 to 1,199 x 106/L or platelet count is 50,000 to 75,000 x 106/L
, give 75% of full dose; AGC is 700 to 999 x 106/L and platelet count is less than 50,000 x 106 /L, give 50%
of full dose, AGC is less than 700x 106/L hold gemcitabine. For severe nonhematologic toxicity, except
alopecia and nausea / vomiting, hold gemcitabine therapy or decrease 50%.

General Advice
- Reconstitute with preservative-free sodium chloride 0.9% .
- Reconstituted solution may be administered directly or further diluted with
chloride 0.9% to a final gemcitabine concentration at least 0.1 mg/ml.

sodium

- Administer by I.V. infusion over 30 min. Prolonging infusion past 60 min
increases the risk of myelosuppression.
- Reconstituted gemcitabine is a clear, colorless to light straw-colored
administer if particulate matter or discoloration is found.

solution.

Do

not

PRECAUTIONS
Monitor
Prior to each dose, monitor with a CBC, including differential and platelet
count; perform
laboratory evaluation of renal and hepatic function (including serum creatinine, potassium , calcium,
and magnesium) prior to starting
therapy and periodically there after.
Pregnancy
Category D
Lactation
Undetermined
Children
Safety and efficacy not established.

Renal Function
Hemolytic uremic syndrome and renal failure have been reported. Renal failure leading to death or
requiring dialysis, despite discontinuing therapy, has been reported. Use with caution in patients with
preexisting renal function impairment.
Hepatic Function
Serious hepatotoxicity, including liver failure and death, has been reported. Use with caution in patients
with preexisting hepatic function impairment.
Hematology
Myelosuppression, Including anemia, leukopenia, and thrombocytopenia, is usually the dose-limiting
adverse reaction for therapy.
Pulmonary
Pulmonary toxicity has been reported. In case of severe toxicity, discontinue therapy Immediately and
institute supportive measures.
ADVERSE REACTIONS
The following adverse reactions are for weekly administration of single-agent gemcitabine as a
30-min infusion for treatment of a wide variety of malignancies.
Cardiovascular
Hemorrhage (17%)l mild blood loss, petechiae (16%); arrhythmias, CHF, gangrene,
peripheral vasculitis (postmarketing).

MI,

CNS
Somnolence (11%); paresthesia (10%); asthenia (common).
Dermatologic
Rash (30%); alopecia (18%); pruritus (13%); bullous skin eruptions,
(postmarketing).

cellulitis, desquamation

GI
Nausea and vomiting (71%)l constipation(31%); diarrhea (30%) stomatitis
(common).

(14%); anorexia

Genitourinary
Proteinuria (45%); hematuria (35%); increased BUN (16%); elevated
hemolytic uremic syndrome (0.25%); renal failure
(postmarketing).

creatinine

Hematologic -Lymphatic
Anemia (73%); leukopenia (71%); neutropenia (63%); thrombocytopenia

(47%).

(8%);

Hepatic
Ekevated AST (78%); increased alkaline phosphatase (77%); elevated ALT
bilirubin (26%); elevated gamma-glutamyl transferase, liver failure (postmarketing).

(72%); elevated

Respiratory
Dyspnea (23%); bronchospasm (2%); parenchymal toxicity including adult
respiratory
distress syndrome, Interstitial pneumonitis, pulmonary edema, pulmonary fibrosis (postmarketing).
Miscellaneous
Pain (48%); fever (41%); peripheral edema (20%); flu-like syndrome ( 19%);
infection (16%);
edema (13%); injection-site reaction (4%); radiation recall
reactions (postmarketing)

DRUG INTERACTIONS
Warfarin
The anticoagulant effect or warfarin may be increased, necessitating a decrease in warfarin
dosage.
Laboratory Test Interactions
None well documented.
OVERDOSAGE
Symptoms
Myelosuppression, paresthesia, severe rash.
PATIENT INFORMATION
- Instruct patient to contact health care provider if any or the following occur; changes in the
skin, numbness or tingling in the hands or feet, pain
around an infusion site, prolonged or
uncomfortable swelling, severe constipation, severe diarrhea, sore mouth or throat, temperature above
100.4°F or shaking chills, unusual bruising or bleeding, vomiting for more
than 24 h after
treatment.

CONTRAINDICATIONS
Standard considerations.
Storage & Stability
Store at controlled room temperature (20° to 25°C). Reconstituted solution are stable for up to
24 h at controlled room temperature (68° to 77°F). Do not refrigerate reconstituted product, crystals may
form in the bag or bottle.

PRESENTATION
1) ZETABIN-200 200mg white, lyophilized powder in 10-ml size sterile single use vial
2) ZETABIN-1G 1g white, lyophilized powder in 50-ml size sterile single use vial
3) ZETABIN-1.4 G1.4g white, lyophilized powder in 50-ml size sterile single use vial

Manufactured in India by:

ZUVIUS LIFESCIENCES PVT. LTD.
A WHO-GMP CERTIFIED COMPANY

B/111, 112, 113, Kanara Business Centre,
Link Road, Ghatkopar (East), Mumbai 400075.
www.zuviuslifesciences.in

