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Solution for I.V . injection
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Bisphosphonate – Drugs for treatment of bone diseases (M05)

1. DESCRIPTION

1.1 Therapeutic / Pharmacologic Class of Drug
Bonviva is a nitrogen-containing bisphosphonate.

1.2 Type of Dosage Form
syringe.

1.3 Route of Administration
Intravenous.

1.4 Sterile / Radioactive Statement

1.5 Qualitative and Quantitative Composition
Active ingredient:

Solution for injection:

2. CLINICAL PARTICULARS

2.1 Therapeutic Indication(s)
Bonviva is for the treatment of to the 
risk of fractures.

Treatment of Osteoporosis: Osteoporosis may be by the of
bone mass (T score < - 2.0 SD) the presence or history of osteoporotic
or a mass (T-score < - 2.5 SD) in the absence of pre-existing
osteoporotic fracture.

2.2 Dosage and Administration
The of Bonviva for treatment is 3 mg intravenous injection 

as an intravenous injection over 15-30 every three months.

Patients must receive vitamin D.

If a is the injection be as soon as convenient. 
Thereafter injections be every 3 months from the of the
injection.

2.2.1 Special Dosage Instructions
Patients with hepatic impairment
No is necessary (see section 3.2.4 Pharmacokinetics in

Patients with renal impairment
No is necessary for patients serum creatinine 200
(2.3 or creatinine or 30

Bonviva 3 mg every 3 months i.v. is not for use in patients have a 
serum creatinine >200 (2.3 or have a creatinine

or < 30 because no are from 
such patients (see section 3.2.4 Pharmacokinetics in

Elderly
No is necessary.

Children
Safety have not been in patients than 18 years

2.3 Contraindications
Bonviva is in patients hypersensitivity to
or to any of the excipients.

Bonviva 3 mg every 3 months i.v. is in patients

2.4 Warnings and Precautions

2.4.1 General
Bonviva other bisphosphonates y may cause a

in serum

other of bone be 
ef before starting Bonviva injection therapy. intake of 

vitamin D is important in patients. Patients must receive
vitamin D.

Bonviva 3 mg every 3 months i.v. is not for use in patients have a 
serum creatinine >200 (2.3 or have a creatinine

or < 30 because no are from 

such patients (see section 3.2.4 Pharmacokinetics in
concomitant or have

for ffects on the be in
treatment.

16550) 4411)
System Organ 
Class/Adverse 
drug reaction

Bonviva
3 mg every
3 months i.v. 
(N=469) ADR No. 
(%)

Placebo i.v. 
injection + 
Bonviva 2.5 mg 
daily (N=465) 
ADR No. (%)

Bonviva
2.5 mg daily
(N=977)
ADR No. (%)

Placebo
(N=975)
ADR No. (%)

Gastrointestinal 
disorders
Gastritis 5 (1.1) 4 (0.9) 7(0.7) 5(0.5)

pain 13 (2.8) 15 (3.2) 21 (2.1) 28 (2.9)

Care must be taken not to Bonviva via or 
paravenous as this to tissue

Osteonecrosis of the has been in patients bisphosphonates. 
cases have been in cancer patients rgoing but some

in patients osteoporosis or other
factors for osteonecrosis of the a of cancer

concomitant therapies chemotherapy y
y pre-existing

cases have been in patients bisphosphonates
but some have been in patients y.

patients osteonecrosis of the (ONJ) on bisphosphonate 
therapy surgery may exacerbate the patients requiring

there are no to suggest of 
bisphosphonate treatment the risk of ONJ. of the treating 
physician the management of each patient on

assessment.

2.4.2 Ability to Drive and Use Machines
No on the effects on the to use machines have been 

2.4.3 Interactions with other Medicinal Products and other Forms of 
Interaction

Drug-Drug Interactions
In to no interactions of are

y since not inhibit the major human hepatic P450 
isoenzymes has been not to the hepatic cytochrome P450 system
in rats. protein is at therapeutic concentrations

is therefore to other is 
by excretion not rgo any biotransformation.

The secretory appears not to or basic transport
in the excretion of other

Pharmacokinetic interaction in have
the absence of any interaction tamoxifen or hormone
therapy (oestrogen).

No interaction intravenous
in patients

2.5 Use in Special Populations

2.5.1 Pregnancy
Bonviva not be pregnancy

Pregnancy
for the regimen have not been In

i.v. there no for a toxic or 
teratogenic effect of in rats rabbits. gain

in offspring in rats. Other effects of in 
toxicity in the rat those bisphosphonates as

They a number of interference
an increase in variations ureter 

There is no experience Bonviva in pregnant

2.5.2 Nursing Mothers
Lactation
In rats 0.08 i.v. the highest 
concentration of in breast 8.1 seen in the

hours after i.v. After 24 the concentration in
r to about 5 % of the concentration

after 2 hours.

It is not Bonviva is in human

2.5.3 Paediatric Use

2.5.4 Geriatric Use

2.5.5 Renal Impairment

2.5.6 Hepatic Impairment

2.6 Undesirable Effects

2.6.1 Clinical Trials
Treatment of postmenopausal osteoporosis

The safety of Bonviva 2.5 mg in 1251 patients in 
4 73% of these patients came from the
three-year treatment 4411). The safety of Bonviva 2.5 mg 

in these to that of The proportion of 
patients an i.e. event a
or to in the treatment 4411) 

19.8% for Bonviva 17.9% for

16550) 4411)
System Organ Class/
Adverse drug reaction

Bonviva
3 mg every
3 months i.v. 
(N=469) ADR No. 
(%)

Placebo i.v. 
injection + 
Bonviva 2.5 mg 
daily (N=465) 
ADR No. (%)

Bonviva
2.5 mg daily
(N=977)
ADR No. (%)

Placebo
(N=975)
ADR No. (%)

Gastrointestinal 
disorders
Gastritis
Dyspepsia Nausea 
Constipation Diarrhea 

Musculoskeletal 
disorders

pain

General system 
disorders

Nervous system 
disorders

Skin disorders

5 (1.1)
12 (2.6)
8 (1.7)

5 (1.1)
5 (1.1)

11 (2.3)

8 (1.7)
5 (1.1)

22 (4.7)

5 (1.1)

4 (0.9)  
18 (3.9)
12 (2.6)

7 (1.5)
2 (0.4)

4 (0.9)

4 (0.9)
2 (0.4)

4 ( 0.9)

2 (0.4)

7 (0.7)
40 (4.1)
18 (1.8)

3 (0.3)
14 (1.4)

4 (0.4)

18 (1.8)
-

3 (0.3)

3 (0.3)

5 (0.5)
26 (2.7)
22 (2.3)

9 (0.9)
10 (1.0)

4 (0.4)

8 (0.8)
-

2 (0.2)

4 (0.4)

T symptoms have been in patients receiving intravenous injection of Bonviva 3 mg every
3 months in association the

Such of short or in intensity treatment
requiring measures.

Gastrointestinal 
disorders
Gastritis 6 (1.3) 4 (0.9)  7 (0.7) 5 (0.5)
Diarrhoea 5 (1.1) 3 (0.6)  14 (1.4) 10 (1.0)

17 (3.6) 21 (4.5) 21 (2.1) 28 (2.9)
Dyspepsia 14 (3.0) 19 (4.1) 40 (4.1) 26 (2.7)
Nausea 8 (1.7) 13 (2.8) 18 (1.8) 22 (2.3)
Constipation 5 (1.1) 7 (1.5) 3 (0.3) 9 (0.9)
Musculoskeletal 
disorders

5 (1.1) 2 (0.4) - -
13 (2.8) 4 (0.9) 4 (0.4) 4 (0.4)
8 (1.7) 4 (0.9) 18 (1.8) 8 (0.8)

Back pain 5 (1.1) 1 (0.2) 3 (0.3) 2 (0.2)
General System 
disorders

21 (4.5) 4 (0.9) 3 (0.3) 2 (0.2)
5 (1.1) 2 (0.4) 3 (0.3) 4 (0.4)

Nervous System 
disorders

6 (1.3) 3 (0.6) 8 (0.8) 6 (0.6)
Skin disorders

4 (0.9) 4 (0.9) 12 (1.2) 7 (0.7)
MedDRA version 8.0

Musculoskeletal disorders: Bone pain
General disorders and administration site conditions

Injection site reactionsVascular Disorders:

Immune system disorders: Hypersensitivity reactions
Skin and subcutaneous tissue disorders:

Urticaria

There no that Bonviva 3 mg every 3 months i.v.
of hepatic or

or hypophosphatemia.

2.6.2 Post Marketing
and connective tissue disorders:

Osteonecrosis of the
has been very in patients

(see section 2.4 arnings Precautions).

Eye disorders:
events such as have been 

In some these
not the bisphosphonate

Immune system disorders:
Cases of have been in 
patients (see section 2.4 arnings Precautions).

rgic reactions asthma exacerbation have been

Severe Cutaneous Stevens-Johnson
have been

Injury, Poisoning and Procedural complications
subtrochanteric fractures have been

bisphosphonate therapy has not been 

2.7 Overdose
No information is on the treatment of Bonviva.

on of this of intravenous may
hypomagnesemia.

in serum of magnesium be 
by intravenous of potassium or

magnesium y.

3. PHARMACOLOGICAL PROPERTIES AND EFFECTS

3.1 Pharmacodynamic Properties
The action of is inhibition of bone resorption.
In vivo prevents bone by 
cessation of tumors or tumor extracts. In young (fast 

the bone resorption is to
bone mass

that is a potent inhibitor of
y. In there no of

even greater than times the for
osteoporosis treatment.

The high potency therapeutic margin of for more
regimens intermittent treatment at 

Both intermittent
in monkeys formation of

bone of strength even in in excess
of the toxic range. In the

of both intermittent a of
9-10 in a 441 in

anti-fracture y.

Both y intermittent a of 9-10 per quarter)
as intravenous of Bonviva in

changes of inhibition of bone resorption.

Bonviva intravenous injection of serum CTX 3-7 of 
starting treatment of 3 months.

treatment there is a reversion to the pre- 
treatment rates of bone resorption
osteoporosis.

The of bone biopsies after three years of treatment of 
of Bonviva 2.5 mg intermittent i.v.

up to 1 mg every 3 months bone of no
of

3.1.1 Mechanism of Action
is a potent bisphosphonate to the nitrogen-

containing group of act on bone tissue inhibit
y. It not interfere recruitment. The

action of on bone tissue is on the high of this
represents the matrix of the bone.

bone no effect on bone formation.
it the rate of bone turnover

to a progressive net gain in bone mass.
or intermittent of in bone 

resorption as in of serum urinary markers of 
bone turnover bone a of 
fractures.

3.1.2 Clinical /
Treatment of postmenopausal osteoporosis

A in the of
morphometric fractures in a 

3-year fracture 4411).
Bonviva at of 2.5 mg 20 mg
(20 mg every other for 12 at the start of each 3-month by a 
9-10 Bonviva taken 60 minutes before the or 

of the fasting The
to 80 years for at 5 years 

a spine 2 to 5 SD the
mean (T-score) in at one vertebra one to four

fractures. patients 500 mg 400 IU vitamin D y.

Bonviva a in the 
of fracture both regimens The 2.5 mg

regimen the occurrence of fractures by 62% over 
the three year of the y. fractures by 
49%. The strong effect on fractures furthermore by a 

of height to

The anti-fracture effect consistent over the of the y. There no 
of a of the effect over time.

the fracture for not
fracture in a risk of 

(69%) as for fractures for 
fractures in a subgroup of patients being at higher fracture risk

neck T - score < - 3.0 SD). The observation of fracture
in high-risk subgroups is consistent for other
bisphosphonates.

Three-year spine increase to 5.3% for the
regimen. to this increase 6.5%.

markers of bone turnover (such as urinary CTX serum
the pattern of suppression to

maximum suppression a of 3-6 months. A
of 50% 78 % of markers of bone resorption

as as one month after start of treatment Bonviva 2.5 mg 20 mg 
y y. Decreases in markers of bone resorption

7 of starting treatment.

Bonviva3mg every3months
The of Bonviva 3 mg every 3 months i.v. in a

non-inferiority in 1386
55-80 osteoporosis spine T score -2.5 SD).

patients 400 IU vitamin D 500 mg per y.

Bone

Table 3: Mean relative change from baseline of lumbar spine, total hip, femoral 
neck and trochanter BMD after one year (primary analysis) and two years of 
treatment (Per-Protocol Population) in study BM 16550

One year data in study 
BM 16550

Two year data in study
BM 16550

Mean relative changes from 
baseline % [95% CI] 

Bonviva 2.5 mg 
daily
(N=377)

Bonviva 3 mg 
injection every 
3 months
(N=365)

Bonviva 2.5 mg 
daily
(N=334)

Bonviva 3 mg 
injection every 
3 months
(N=334)

Lumbar spine L2-L4 BMD 3.8 [3.4, 4.2] 4.8 [4.5, 5.2] 4.8 [4.3, 5.4] 6.3 [5.7, 6.8]
Total hip BMD 1.8 [1.5, 2.1] 2.4 [2.0, 2.7] 2.2 [1.8, 2.6] 3.1 [2.6, 3.6]
Femoral neck BMD 1.6 [1.2, 2.0] 2.3 [1.9, 2.7] 2.2 [1.8, 2.7] 2.8 [2.3, 3.3]
Trochanter BMD 3.0 [2.6, 3.4] 3.8 [3.2, 4.4] 3.5 [3.0, 4.0] 4.9 [4.1, 5.7]

Furthermore, Bonviva 3 mg injection every 3 months was proven superior to oral 
Bonviva 2.5 mg daily for increases in lumbar spine BMD in a prospectively 
planned analysis at one year, p<0.001, and at two years, p<0.001.  

(p=0.001)

3.2 Pharmacokinetic Properties
The effects of are not to

as the site of action is in bone. This by
in in in of

either or intermittent consisting of a
of (at 6 in at 11 in

at in at 9.5 in humans) the same
over this

concentrations of increase in a manner
after intravenous of 0.5 mg to 6 mg.

3.2.1 Distribution
After systemic to bone or is
into urine. In the apparent of is at 90
the amount of reaching the bone is to be 40-50% of the

Protein in human is 85% at 
therapeutic thus there is a for interaction 

to

3.2.2 Metabolism
There is no that is in or humans.

3.2.3 Elimination
intravenous is from the

bone absorption (40-50%) the is
by the y.

The range of apparent is on assay sensitivity
but the apparent is in the range of 10-72 hours.

reaching 10% of peak 3 an 8 hours after 
intravenous or y.

T of is average in the range 
84-160 (about 60 in

for 50-60% of is to creatinine
The fference the apparent is to
the uptake by bone.

3.2.4 Pharmacokinetics in Special Populations
Gender
The pharmacokinetics of are in both men

Race
There is no for interethnic fferences Asians

in There are on
patients of African origin.

Patients with renal impairment
of in patients various of

impairment is to creatinine (CLcr).

No is necessary for patients or
impairment (CLcr >30

In subjects severe impairment (CLcr 30 receiving i.v. 
of 0.5 by

77% y. r there no in
the increase in exposure.

Patients with hepatic impairment
There are no pharmacokinetic for in patients have hepatic 
impairment. The has no in the of

not but is by excretion by uptake into bone.
Therefore is not necessary in patients hepatic impairment.

r as protein of is (85%) at therapeutic
in severe is to to

in free concentration.

Elderly
Since is not to be the fference in

for geriatric patients versus younger patients is
to changes in function (see chapter

No is necessary on age.

Children
There are no on the use of Bonviva in patients than 18 years

3.3 Preclinical Safety
Toxic effects in at exposures in 
excess of the maximum human exposure to use.

3.3.1 Carcinogenicity
No of carcinogenic genotoxic has been

4. PHARMACEUTICAL PARTICULARS

4.1 Storage

4.2 Incompatibilities
Bonviva not be or other

4.3 Stability
This not be after the expiry (EXP) on the pack.

4.4 INSTRUCTIONS
Keep all medicines out of the reach of children. Protect from light,
heat and moisture. Store below 30oC.

To be sold on prescription of a registered medical practitioner only.

4.5 Special Instructions for Use, Handling and Disposal
The injection is for use y. syringes containing a

be

Strict to the intravenous route of is

the is via into an i.v. infusion the i.v. 
infusate be to either isotonic or 5%

for syringe

Manufactured by: Vetter Pharma- Fertigung GmbH & Co KG, Langenargen,
Germany
Under licence from: Atnahs Pharma UK Ltd, Basildon United Kingdom
Imported and Marketed by:
Martin Dow Limited, Plot 37, Sector 19,
Korangi Industrial Area, Karachi-74900, Pakistan

be in
requirements.

4.6 Packs
3 3 syringe

Ibandronic acid, mono-sodium salt, monohydrate (Roche) eq. to Ibandronic acid.

Bonviva is supplied in the following dosage form , strength and pack size. 
Solution for I.V. injection  3mg/3ml  1’s

Each pre-filled syringe contains:
Ibandronic acid, mono-sodium salt, monohydrate (Roche) eq. to Ibandronic 
acid....3mg/3ml

Cases of osteonecrosis of other oro-facial sites including the external auditory
canal have also been reported in patients treated with bisphosphonates including IBN. 
Risk factors are similar as for ONJ. Other risk factors may include repetitive minor
trauma (e.g., habitual cotton bud use). The possibility of osteonecrosis of the external
auditory canal should be considered in patients receiving bisphosphonates who
present with ear symptoms including chronic ear infections.

2.5mg daily oral dosing

3mg every 3 months I.V. dosing

.

.

Table 1: Common adverse drug reactions (> 1/100, ≤ 1/10) in the phase III 
osteoporosis study BM16550 after one year of treatment and in the phase III 
anti-fracture study MF 4411 (three-year study), that were considered by the 
investigator to be possibly or probably related to study medicinal product.

Table 2: Common adverse drug reactions (>1/100, ≤ 1/10) in the phase III
osteoporosis study BM16550 after two years of treatment (cumulative data) and in
the phase III anti-fracture study MF 4411 (three-year study), that were considered
by the investigator to be possibly or probably related to study medicinal product.

Bonviva injection
3 mg every 3 months
(N=469)
ADR No. (%)

Placebo injection +
oral Bonviva 
2.5 mg daily
(N=465)
ADR No. (%)

System Organ Class/
Adverse drug reaction

Oral Bonviva
2.5 mg daily
(N=977)
ADR No. (%)

Placebo
(N=975)
ADR No. (%)

* Transient, influenza-like symptoms have been reported in patients receiving intravenous injection of Bonviva 
3 mg every 3 months, typically in association with the first dose. Influenza-like illness includes events reported 
as acute phase reaction or symptoms, including myalgia, arthralgia, fever, chills, fatigue, nausea, loss of 
appetite, and bone pain. Such symptoms were generally of short duration, mild or moderate in intensity, and 
resolved during continuing treatment without requiring remedial measures

Bonviva 2.5mg daily

01


