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Apidra 100 Units/ml solution for injection in a cartridge:                                                         Apidra 

100 Units/ml in cartridges is only suitable for subcutaneous injections from a reusable pen. If 

administration by syringe, intravenous injection or infusion pump is necessary, a vial should be 

used (see section 4.4). For further details on handling, see section 6.6. 

Apidra SoloStar 100 Units/ml solution for injection in a pre‑filled pen:                                                                                                                

Apidra SoloStar 100 Units/ml in pre-filled pen is only suitable for subcutaneous injections. If 

administration by syringe, intravenous injection or infusion pump is necessary, a vial should be 

used (see section 4.4). 

Special warnings and 

precautions for use

Hypoglycaemia:                                                                                                                                                            

Apidra 100 Units/ml solution for injection in a cartridge

Pens to be used with Apidra 100 units/ml solution for injection in a cartridges

Apidra 100 units/ml in cartridges is only suitable for subcutaneous injections from a reusable 

pen. If administration by syringe, intravenous injection or infusion pump is necessary, a vial 

should be used. 

Special warnings and 

precautions for use

 Apidra SoloStar 100 Units/ml solution for injection in a pre filled pen

Handling of the SoloStar pre-filled pen

Apidra SoloStar 100 units/ml in pre filled pen is only suitable for subcutaneous injections. If 

administration by syringe, intravenous injection or infusion pump is necessary, a vial should be 

used. Before using SoloStar, the Instructions for use included in the Package leaflet must be 

read carefully. SoloStar has to be used as recommended in these Instructions for use (see 

section 6.6).
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16-Jul-18 Sanofi Aventis 
Each ml contains 100 Units insulin 

glulisine (equivalent to 3.49 mg). 

The underlisted safety variations have been submitted by Marketing Authorization Holders (MAHs) and approved by the Food and Drugs Authority in line with the Variation Guidelines for Allopathic Medicines.These safety 

variations are being shared with healthcare professionals and patients.

Safety Updates

Method of administration
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Special precautions for disposal 

and other handling 

Intravenous use   Apidra 100 Units/ml solution for injection in a cartridge

Apidra 100 units/ml in a cartridge is only suitable for subcutaneous injections from a reusable 

pen. If administration by syringe, intravenous injection or infusion pump is necessary, a vial 

should be used. The Apidra cartridges are to be used only in conjunction with the pens: 

OptiPen, ClikSTAR, Autopen 24, Tactipen, AllStar, AllStar PRO or JuniorSTAR (see section  4.2 

and 4.4). Not all of these pens may be marketed in your country.

The pen should be used as recommended in the information provided by the device 

manufacturer. 

The manufacturer’s instructions for using the pen must be followed carefully for loading the 

cartridge, attaching the needle, and administering the insulin injection. Inspect the cartridge 

before use. It must only be used if the solution is clear, colourless, with no solid particles 

visible. Before insertion of the cartridge into the reusable pen, the cartridge must be stored at 

room temperature for 1 to 2 hours. Air bubbles must be removed from the cartridge before 

injection (see instruction for using pen). Empty cartridges must not be refilled. 

Special precautions for disposal 

and other handling 

Apidra SoloStar 100 Units/ml solution for injection in a pre filled pen

Apidra SoloStar 100 units/ml in a pre-filled pen is only suitable for subcutaneous injections. If 

administration by syringe, intravenous injection or infusion pump is necessary, a vial should be 

used. Before first use, the pen must be stored at room temperature for 1 to 2 hours.

Inspect the cartridge before use. It must only be used if the solution is clear, colourless, with no 

solid particles visible, and if it is of water like consistency. Since Apidra is a solution, it does not 

require resuspension before use.

Empty pens must never be reused and must be properly discarded.

To prevent any kind of contamination, the use of the pre filled pen should remain strictly for a 

single patient use.

Insulin label must always be checked before each injection to avoid medication errors between 

insulin glulisine and other insulins (see section 4.4).

2
Coartem Dispersible, 

Coartem Tablets

Artemether/ Lumefantrine (20 

mg/120 mg, 80 mg/480 mg Tablets)

Pregnancy, Lactation, Females 

and Males of reproductive 

Potential

Female and males of reproductive potential

As Coartem should not be usedis contraindicated during the first trimester of pregnancy ,in 

situations where other suitable and effective antimalarials are available, women should not 

conceive while on Coartem treatment for malaria. This includes women prescribed Coartem for 

standby emergency treatment of malaria during their travel, in case they may require 

treatment for malaria

18-Jul-18 Novartis

1 16-Jul-18 Sanofi Aventis
Each ml contains 100 Units insulin 

glulisine (equivalent to 3.49 mg). 

Apidra 100 Units/ml 
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100 Units/ml solution 
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cartridge, Apidra 

SoloStar 100 Units/ml 

solution for injection in 

a pre filled pen
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Warnings and precautions

Non-melanoma skin cancer

An increased risk of non-melanoma skin cancer (NMSC) [basal cell carcinoma (BCC) and 

squamous cell carcinoma (SCC)] with increasing cumulative dose of hydrochlorothiazide 

exposure has been observed in two epidemiological studies based on Danish National cancer 

registry. The risk for NMSC appears to increase with long-term use. Photosensitizing actions of 

hydrochlorothiazide could act as a possible mechanism for NMSC.

Patients taking hydrochlorothiazide should be informed of the risk of NMSC and advised to 

regularly check their skin for any new lesions and promptly report any suspicious skin lesions. 

Possible preventive measures such as limited exposure to sunlight and adequate protection 

when exposed to sunlight should be advised to the patients in order to minimize the risk of skin 

cancer. Suspicious skin lesions should be promptly examined, potentially including histological 

examination of biopsies. The use of hydrochlorothiazide may also need to be reconsidered in 

patients who have previously experienced NMSC.

Descriptions and composition

Addition of "Co-Diovan FCT cannot be divided into equal doses."                                                                   

Revision of text to read "Certain dosage strengths and dosage forms may not be available in all 

countries."

Adverse drug reactions 

Addition of  Non-Melanoma skin cancer (Basal cell carcinoma and Squamous cell carcinoma) as 

a not known adverse reaction under "Neoplasms benign, malignant and unspecified (incl. cysts 

and polyps)

", for Hydrchlorothiazide.

Pregnancy, Lactation, Females 

and Males of Reproductive 

Potential

Deletion of text under women of child bearing potential.                                                                                                                                                                                                                                                                                                                                                                                                                                                                  

Addition of "Disease-associated maternal and/or embryo/fetal risk-Hypertension in pregnancy 

increases the maternal risk for pre-eclampsia, gestational diabetes, premature delivery, and 

delivery complications (e.g., need for cesarean section, and post-partum hemorrhage). 

Hypertension increases the fetal risk for intrauterine growth restriction and intrauterine death.  

Fetal/Neonatal Risk -Oligohydramnios in pregnant women who use drugs affecting the renin-

angiotensin system in the second and third trimesters of pregnancy can result in the following: 

reduced fetal renal function leading to anuria and renal failure, fetal lung hypoplasia, skeletal 

deformations, including skull hypoplasia, hypotension and death. 

In case of accidental exposure to ARB therapy, appropriate fetal monitoring should be 

considered.

Infants whose mothers have taken ARB therapy should be closely observed for hypotension."  

under Clinical considerations     3

Co-diovan 1-Sep-18 NovartisValsartan / hydrochlorothiazide
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Pregnancy, Lactation, Females 

and Males of Reproductive 

Potential

Addition of "Valsartan: In embryofetal development studies in mice, rats and rabbits, 

fetotoxicity was observed in association with maternal toxicity in rats at valsartan doses of 600 

mg/kg/day approximately 6 times the maximum recommended human dose on a mg/m2 basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient) and in rabbits at doses of 

10 mg/kg/day approximately 0.6 times the maximum recommended human dose on a mg/m2 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient). There was no 

evidence of maternal toxicity or fetotoxicity in mice up to a dose level of 600 mg/kg/day 

approximately 9 times the maximum recommended human dose on a mg/m2 basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient). Hydrochlorothiazide: 

Hydrochlorothiazide was not teratogenic and had no effects on fertility and conception. No 

teratogenic potential was revealed in 3 animal species tested There was no dose-related 

fetotoxicity at oral dose levels of 0, 100, 300 and 1000 mg/kg in rats.  A decrease in weight gain 

in suckling rat pups was attributed to the high dose and diuretic effects of hydrochlorothiazide, 

with subsequent effects on milk production" under Animal data                                                                               

Addition of "As for any drug that acts directly on the RAAS, Co-Diovan should not be used in 

women planning to become pregnant. Healthcare professionals prescribing any agents acting 

on the RAAS should counsel women of childbearing potential about the potential risk of these 

agents during pregnancy." under Females and males of reproductive potential

Clinical Pharmacology

Addition of "Non-melanoma skin cancer 

Based on available data from epidemiological studies, cumulative dose-dependent association 

between HCTZ and NMSC has been observed. One study included a population comprised of 

71,533 cases of BCC and of 8,629 cases of SCC matched to 1,430,833 and 172,462 population 

controls, respectively. High HCTZ use (≥50,000 mg cumulative) was associated with an adjusted 

OR of 1.29 (95% CI: 1.23-1.35) for BCC and 3.98 (95% CI: 3.68-4.31) for SCC. A clear cumulative 

dose response relationship was observed for both BCC and SCC. Another study showed a 

possible association between lip cancer (SCC) and exposure to HCTZ: 633 cases of lip-cancer 

were matched with 63,067 population controls, using a risk-set sampling strategy. A clear 

cumulative dose-response relationship was demonstrated with an adjusted OR 2.1 (95% CI: 1.7-

2.6) increasing to OR 3.9 (3.0-4.9) for high use (~25,000 mg) and OR 7.7 (5.7-10.5) for the 

highest cumulative dose (~100,000 mg). For example: A 100,000 mg cumulative dose 

corresponds to more than 10 years' daily use with a defined daily dose of 25 mg " under 

pharmacodynamics.3

1-Sep-18 NovartisValsartan / hydrochlorothiazideCo-diovan
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3

Co-diovan Valsartan / hydrochlorothiazide Non-clinical safety data

Revision of text under reproductive toxicity for Valsartan  to read "Valsartan had no adverse 

effects on the reproductive performance of male or female rats at oral doses up to 200 

mg/kg/day, approximately 18 times the maximum recommended human dose on a mg/m2 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient)."                                  

Revision of text under Hydrochlorothiazide  to read "Hydrochlorothiazide has been tested for 

mutagenicity, clastogenicity, reproductive performance and carcinogenicity with negative 

results. 

According to the experimental data available, hydrochlorothiazide did not reveal evidence of 

carcinogenic activity in rats and mice (hepatocellular tumors in mice were only seen in the high-

dosed males; the incidence did not exceed those levels historically found in controls). 

The mutagenic potential was assessed in a series of in vitro and in vivo test systems. While 

some positive results were obtained in vitro, all in vivo studies provided negative results. 

Hydrochlorothiazide enhanced the UVA-induced formation of pyrimidine dimers in vitro and in 

the skin of mice following oral treatment. It is therefore concluded that there is no relevant 

mutagenic potential in vivo, although hydrochlorothiazide could enhance the genotoxic effects 

of UVA light."

1-Sep-18 Novartis
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Pregnancy, Lactation, Females 

and Males of Reproductive 

Potential

Deletion of text under women of child bearing potential.                                                                                      

Addition of "Clinical considerations

Disease-associated maternal and/or embryo/fetal risk-Hypertension in pregnancy increases the 

maternal risk for pre-eclampsia, gestational diabetes, premature delivery, and delivery 

complications (e.g., need for cesarean section, and post-partum hemorrhage). Hypertension 

increases the fetal risk for intrauterine growth restriction and intrauterine death.  

Fetal/Neonatal Risk-Oligohydramnios in pregnant women who use drugs affecting the renin-

angiotensin system in the second and third trimesters of pregnancy can result in the following: 

reduced fetal renal function leading to anuria and renal failure, fetal lung hypoplasia, skeletal 

deformations, including skull hypoplasia, hypotension and death.

In case of accidental exposure to ARB therapy, appropriate fetal monitoring should be 

considered.

Infants whose mothers have taken ARB therapy should be closely observed for hypotension.

Addition of " Animal data-In embryofetal development studies in mice, rats and rabbits, 

fetotoxicity was observed in association with maternal toxicity in rats at valsartan doses of 600 

mg/kg/day approximately 6 times the maximum recommended human dose on a mg/m2 basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient) and in rabbits at doses of 

10 mg/kg/day approximately 0.6 times the maximum recommended human dose on a mg/m² 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient). There was no 

evidence of maternal toxicity or fetotoxicity in mice up to a dose level of 600 mg/kg/day 

approximately 9 times the maximum recommended human dose on a mg/m² basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient)."  Addition of " Females 

and males of reproductive potential-As for any drug that acts directly on the RAAS, Diovan 

should not be used in women planning to become pregnant. Healthcare professionals 

prescribing any agents acting on the RAAS should counsel women of childbearing potential 

about the potential risk of these agents during pregnancy."

Description and composition

Addition of "The score line on one side of Diovan 40 mg FCT is to divide the tablet into equal 

doses."    Addition of "The score line on one side of Diovan 80 mg, 160 mg or 320 mg FCT is 

only to facilitate breaking for ease of swallowing and not to divide into equal doses.

"

Diovan 1-Sep-18 NovartisValsartan

4
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Adverse Drug Reaction

Deletion of  blood potassium  as a not known adverse reaction under "Metabolism and 

nutrition disorders 

"                                                                                                                                                                    

Addition of "Blood potassium increased (frequency unknown)- reported in post market 

reporting."

Non- Clinical Safety Data
Revision of text under reproductive toxicity  to read "In a rat fertility study, valsartan had no 

adverse effects on the reproductive performance of male or female rats at oral doses up to 200 

mg/kg/day, approximately 18 times the maximum recommended human dose on a mg/m2 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient)."

Description and Composition
Addition of "Exforge FCT are non-divisible and cannot be divided into equal doses."

Interractions

Addition of "Rifampicin and hypericum perforatum as examples under CYP3A4 inducers 5

1-Sep-18 Novartis

Diovan 1-Sep-18 NovartisValsartan

Amlodipine besylate/valsartanExforge

4
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5

Exforge Amlodipine besylate/valsartan

Pregnancy, Lactation, Females 

and Males of Reproductive 

Potential

Deletion of text under women of child bearing potential.                                          Addition of 

"Clinical considerations

Disease-associated maternal and/or embryo/fetal risk-Hypertension in pregnancy increases the 

maternal risk for pre-eclampsia, gestational diabetes, premature delivery, and delivery 

complications (e.g., need for cesarean section, and post-partum hemorrhage). Hypertension 

increases the fetal risk for intrauterine growth restriction and intrauterine death.

Fetal/Neonatal Risk-Oligohydramnios in pregnant women who use drugs affecting the renin-

angiotensin system in the second and third trimesters of pregnancy can result in the following: 

reduced fetal renal function leading to anuria and renal failure, fetal lung hypoplasia, skeletal 

deformations, including skull hypoplasia, hypotension and death.

In case of accidental exposure to ARB therapy, appropriate fetal monitoring should be 

considered.Infants whose mothers have taken ARB therapy in the first trimester,should be 

closely observed for hypotension."                          Addition of "Animal data-Valsartan and 

amlodipine: In an oral embryo-fetal development study in rats with dose levels of 5:80 

mg/kg/day, amlodipine:valsartan, 10:160 mg/kg/day amlodipine:valsartan, and 20:320 

mg/kg/day amlodipine:valsartan, treatment-related maternal and fetal effects (developmental 

delays and alterations noted in the presence of significant maternal toxicity) were noted with 

the high dose combination. The no-observed-adverse-effect level (NOAEL) for embryo-fetal 

effects was 10:160 mg/kg/day amlodipine:valsartan. These doses are, respectively, 4.3 and 2.7 

times the systemic exposure in humans receiving the MRHD (10/320 mg/60 kg). 

Valsartan: In embryofetal development studies in mice, rats and rabbits, fetotoxicity was 

observed in association with maternal toxicity in rats at valsartan doses of 600 mg/kg/day 

approximately 6 times the maximum recommended human dose on a mg/m2 basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient) and in rabbits at doses of 

10 mg/kg/day approximately 0.6 times the maximum recommended human dose on a mg/m2 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient). There was no 

evidence of maternal toxicity or fetotoxicity in mice up to a dose level of 600 mg/kg/day 

approximately 9 times the maximum recommended human dose on a mg/m2 basis 

(calculations assume an oral dose of " 

1-Sep-18 Novartis
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Pregnancy, Lactation, Females 

and Males of Reproductive 

Potential

 Revision of text to read "Lactation-

It is not known whether valsartan is excreted in human milk. It is reported that amlodipine is 

excreted in human milk. The proportion of the maternal dose received by the infant has been 

estimated with an interquartile range of 3 – 7%, with a maximum of 15%. The effect of 

amlodipine on infants is unknown.  Valsartan was excreted in the milk of lactating rats. It is 

therefore not advisable for women who are breast-feeding to use Exforge."                                                                          

Revision of text to read " Females and males of reproductive potential-As for any drug that acts 

directly on the RAAS, Exforge must not be used in women planning to become pregnant. 

Healthcare professionals prescribing any agents acting on the RAAS should counsel women of 

childbearing potential about the potential risk of these agents during pregnancy."

Amlodipine: No evidence of teratogenicity or embryo/fetal toxicity was found when pregnant 

rats and rabbits were treated orally with amlodipine maleate at doses up to 10 mg 

amlodipine/kg/day during their respective periods of major organogenesis. However, litter size 

was significantly decreased (by about 50%) and the number of intrauterine deaths was 

significantly increased (about 5-fold). Amlodipine has been shown to prolong both the 

gestation period and the duration of labor in rats at this dose. 

 


Clinical pharmacology

Revision of text to read "In patients with chronic heart failure (NYHA class II-IV), valsartan has 

been demonstrated to significantly reduce hospitalizations in patients with chronic heart failure 

(NYHA class II-IV). The benefits were greatest in patients not receiving either an ACE inhibitor 

or a beta blocker. In post-MI patients, valsartan has also been shown to reduce cardiovascular 

mortality in clinically stable patients with left ventricular failure or left ventricular dysfunction 

following myocardial infarction." under Valsartan.                                                                                                                                                                                                                                     

Addition of "Amlodipine crosses the placenta and is excreted into breast milk." under 

distribution for amlodipine.                   

Exforge

5

Novartis1-Sep-18Amlodipine besylate/valsartan
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5

Exforge Amlodipine besylate/valsartan Clinical studies

Efficacy in subgroup populations

In double-blind controlled studies, age, gender,  race and/or body mass index (≥30 kg/m², <30 

kg/m²) did not influence the response to Exforge.

Two double-blind, active-controlled studies were conducted in which Exforge was administered 

as initial therapy. In 1 study, a total of 572 black patients with moderate to severe hypertension 

were randomized to receive either the combination amlodipine/valsartan or amlodipine 

monotherapy for 12 weeks. The initial dose of amlodipine/valsartan was 5/160 mg for 2 weeks 

with forced titration to 10/160 mg for 2 weeks, followed by optional titration to 10/320 mg for 

4 weeks and optional addition of HCTZ 12.5 mg for 4 weeks. The initial dose of amlodipine was 

5 mg for 2 weeks with forced titration to 10 mg for 2 weeks, followed by optional titration to 

10 mg for 4 weeks and optional addition of HCTZ 12.5 mg for 4 weeks. At the primary endpoint 

of 8 weeks, the treatment difference between amlodipine/valsartan and amlodipine was 

6.7/2.8 mmHg.

In the other study of similar design, a total of 646 patients with moderate to severe 

hypertension (MSSBP of ≥160 mmHg and <200 mmHg) were randomized to receive either the 

combination amlodipine/valsartan or amlodipine monotherapy for 8 weeks. The initial dose of 

amlodipine/valsartan was 5/160 mg for 2 weeks with forced titration to 10/160 mg for 2 

weeks, followed by the optional addition of HCTZ 12.5 mg for 4 weeks. The initial dose of 

amlodipine was 5 mg for 2 weeks with forced titration to 10 mg for 2 weeks, followed by the 

optional addition of HCTZ 12.5 mg for 4 weeks. At the primary endpoint of 4 weeks, the 

treatment difference between amlodipine/valsartan and amlodipine was 6.6/3.9 mmHg.

1-Sep-18 Novartis
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5

Exforge Amlodipine besylate/valsartan Clinical studies

EXCITE (EXperienCe of amlodIpine and valsarTan in hypErtension) Study

In an open, uncontrolled study, 9,794 hypertensive patients across 13 countries in the Middle 

East and Asia were treated according to routine clinical practice and prospectively observed for 

26 weeks. A total of 8,603 were prescribed amlodipine/valsartan and 1,191 prescribed 

amlodipine/valsartan/hydrochlorothiazide. Among these, 15.5% were elderly, 32.5% were 

obese, 31.3% had diabetes, and 9.8% had isolated systolic hypertension. Both 

amlodipine/valsartan and amlodipine/valsartan/hydrochlorothiazide single-pill combinations, 

respectively, were associated with clinically relevant and significant mean sitting 

systolic/diastolic BP reductions in the overall population (-31.0/-16.6 mmHg and -36.6/-17.8 

mmHg, respectively. These results were consistent regardless of age, body mass index, and 

diabetic status. Similarly, clinically relevant and significant systolic BP reductions were observed 

in patients with isolated systolic hypertension (−25.5 mmHg and −30.2 mmHg, respectively)

1-Sep-18 Novartis
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5

Exforge Amlodipine besylate/valsartan Non- clinical safety data

Deletion of "Efficacy in subgroup populations

In double-blind controlled studies, age, gender,  race and/or body mass index (≥30 kg/m², <30 

kg/m²) did not influence the response to Exforge.

Two double-blind, active-controlled studies were conducted in which Exforge was administered 

as initial therapy. In 1 study, a total of 572 black patients with moderate to severe hypertension 

were randomized to receive either the combination amlodipine/valsartan or amlodipine 

monotherapy for 12 weeks. The initial dose of amlodipine/valsartan was 5/160 mg for 2 weeks 

with forced titration to 10/160 mg for 2 weeks, followed by optional titration to 10/320 mg for 

4 weeks and optional addition of HCTZ 12.5 mg for 4 weeks. The initial dose of amlodipine was 

5 mg for 2 weeks with forced titration to 10 mg for 2 weeks, followed by optional titration to 

10 mg for 4 weeks and optional addition of HCTZ 12.5 mg for 4 weeks. At the primary endpoint 

of 8 weeks, the treatment difference between amlodipine/valsartan and amlodipine was 

6.7/2.8 mmHg.

In the other study of similar design, a total of 646 patients with moderate to severe 

hypertension (MSSBP of ≥160 mmHg and <200 mmHg) were randomized to receive either the 

combination amlodipine/valsartan or amlodipine monotherapy for 8 weeks. The initial dose of 

amlodipine/valsartan was 5/160 mg for 2 weeks with forced titration to 10/160 mg for 2 

weeks, followed by the optional addition of HCTZ 12.5 mg for 4 weeks. The initial dose of 

amlodipine was 5 mg for 2 weeks with forced titration to 10 mg for 2 weeks, followed by the 

optional addition of HCTZ 12.5 mg for 4 weeks. At the primary endpoint of 4 weeks, the 

treatment difference between amlodipine/valsartan and amlodipine was 6.6/3.9 mmHg.

EXCITE (EXperienCe of amlodIpine and valsarTan in hypErtension) Study

In an open, uncontrolled study, 9,794 hypertensive patients across 13 countries in the Middle 

East and Asia were treated according to routine clinical practice and prospectively observed for 

26 weeks. A total of 8,603 were prescribed amlodipine/valsartan and 1,191 prescribed 

amlodipine/valsartan/hydrochlorothiazide. Among these, 15.5% were elderly, 32.5% were 

obese, 31.3% had diabetes, and 9.8% had isolated systolic hypertension. 

1-Sep-18 Novartis
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5

Exforge Amlodipine besylate/valsartan Non- clinical safety data

Both amlodipine/valsartan and amlodipine/valsartan/hydrochlorothiazide single-pill 

combinations, respectively, were associated with clinically relevant and significant mean sitting 

systolic/diastolic BP reductions in the overall population (-31.0/-16.6 mmHg and -36.6/-17.8 

mmHg, respectively. These results were consistent regardless of age, body mass index, and 

diabetic status. Similarly, clinically relevant and significant systolic BP reductions were observed 

in patients with isolated systolic hypertension (−25.5 mmHg and −30.2 mmHg, respectively)"  

under Amlodipine:valsartan.                                      In the other study of similar design, a total of 

646 patients with moderate to severe hypertension (MSSBP of ≥160 mmHg and <200 mmHg) 

were randomized to receive either the combination amlodipine/valsartan or amlodipine 

monotherapy for 8 weeks. The initial dose of amlodipine/valsartan was 5/160 mg for 2 weeks 

with forced titration to 10/160 mg for 2 weeks, followed by the optional addition of HCTZ 12.5 

mg for 4 weeks. The initial dose of amlodipine was 5 mg for 2 weeks with forced titration to 10 

mg for 2 weeks, followed by the optional addition of HCTZ 12.5 mg for 4 weeks. At the primary 

endpoint of 4 weeks, the treatment difference between amlodipine/valsartan and amlodipine 

was 6.6/3.9 mmHg.

EXCITE (EXperienCe of amlodIpine and valsarTan in hypErtension) Study

In an open, uncontrolled study, 9,794 hypertensive patients across 13 countries in the Middle 

East and Asia were treated according to routine clinical practice and prospectively observed for 

26 weeks. A total of 8,603 were prescribed amlodipine/valsartan and 1,191 prescribed 

amlodipine/valsartan/hydrochlorothiazide. Among these, 15.5% were elderly, 32.5% were 

obese, 31.3% had diabetes, and 9.8% had isolated systolic hypertension. 

1-Sep-18 Novartis
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5

Exforge Amlodipine besylate/valsartan Non- clinical safety data

Both amlodipine/valsartan and amlodipine/valsartan/hydrochlorothiazide single-pill 

combinations, respectively, were associated with clinically relevant and significant mean sitting 

systolic/diastolic BP reductions in the overall population (-31.0/-16.6 mmHg and -36.6/-17.8 

mmHg, respectively. These results were consistent regardless of age, body mass index, and 

diabetic status. Similarly, clinically relevant and significant systolic BP reductions were observed 

in patients with isolated systolic hypertension (−25.5 mmHg and −30.2 mmHg, respectively)

" under amlodipine .                                                                                                                                                                                                   

Revision of text to read  "Reproductive toxicity-In a rat fertility study, Valsartan had no adverse 

effects on the reproductive performance of male or female rats at oral doses up to 200 

mg/kg/day, approximately 18 times the maximum recommended human dose on a mg/m2 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient)" under valsartan.

1-Sep-18 Novartis

Description and composition Exforge HCT FCT are non-divisible and cannot be divided into equal doses.

Certain dosage strengths and dosage forms may not be available in all countries.

Warnings and precautions

Addition of "Non-melanoma skin cancer

An increased risk of non-melanoma skin cancer (NMSC) [basal cell carcinoma (BCC) and 

squamous cell carcinoma (SCC)] with increasing cumulative dose of hydrochlorothiazide 

exposure has been observed in two epidemiological studies based on Danish National cancer 

registry. The risk for NMSC appears to increase with long-term use (see section CLINICAL 

PHARMACOLOGY). Photosensitizing actions of hydrochlorothiazide could act as a possible 

mechanism for NMSC.

Patients taking hydrochlorothiazide should be informed of the risk of NMSC and advised to 

regularly check their skin for any new lesions and promptly report any suspicious skin lesions. 

Possible preventive measures such as limited exposure to sunlight and adequate protection 

when exposed to sunlight should be advised to the patients in order to minimize the risk of skin 

cancer. Suspicious skin lesions should be promptly examined, potentially including histological 

examination of biopsies. The use of hydrochlorothiazide may also need to be reconsidered in 

patients who have previously experienced NMSC " 

Advewrse Drug reaction

Addition of  Non-Melanoma skin cancer (Basal cell carcinoma and Squamous cell carcinoma) as 

a not known adverse reaction under "Neoplasms benign, malignant and unspecified (incl. cysts 

and polyps)

", for Hydrchlorothiazide.

Amlodipine besylate / valsartan / 

hydrochlorothiazide
Exforge HCT 

6

Novartis1-Sep-18
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6

Exforge HCT 
Amlodipine besylate / valsartan / 

hydrochlorothiazide

Pregnancy, Lactation, Females 

and Males of Reproductive 

Potential

Deletion of text under women of child bearing potential.                                      Addition of " 

Clinical considerations

Disease-associated maternal and/or embryo/fetal risk

Hypertension in pregnancy increases the maternal risk for pre-eclampsia, gestational diabetes, 

premature delivery, and delivery complications (e.g., need for cesarean section, and post-

partum hemorrhage). Hypertension increases the fetal risk for intrauterine growth restriction 

and intrauterine death.

Fetal/Neonatal Risk

Oligohydramnios in pregnant women who use drugs affecting the renin-angiotensin system in 

the second and third trimesters of pregnancy can result in the following: reduced fetal renal 

function leading to anuria and renal failure, fetal lung hypoplasia, skeletal deformations, 

including skull hypoplasia, hypotension and death.

In case of accidental exposure to ARB therapy, appropriate fetal monitoring should be 

considered.

Infants whose mothers have taken ARB therapy should be closely observed for hypotension.

Animal data

Valsartan: Valsartan had no adverse effects on the reproductive performance of male or female 

rats at oral doses up to 200 mg/kg/day, approximately 18 times the maximum recommended 

human dose on a mg/m2 basis (calculations assume an oral dose of 320 mg/day and a 60-kg 

patient). In embryofetal development studies in mice, rats and rabbits, fetotoxicity was 

observed in association with maternal toxicity in rats at valsartan doses of 600 mg/kg/day 

approximately 6 times the maximum recommended human dose on a mg/m2 basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient) and in rabbits at doses of 

10 mg/kg/day approximately 0.6 times the maximum recommended human dose on a mg/m2 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient). There was no 

evidence of maternal toxicity or fetotoxicity in mice up to a dose level of 600 mg/kg/day 

approximately 9 times the maximum recommended human dose on a mg/m2 basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient). 

Hydrochlorothiazide: Hydrochlorothiazide was not teratogenic and had no effects on fertility 

and conception. No teratogenic potential was revealed in 3 animal species tested.

1-Sep-18 Novartis
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6

Exforge HCT 
Amlodipine besylate / valsartan / 

hydrochlorothiazide

Pregnancy, Lactation, Females 

and Males of Reproductive 

Potential

 There was no dose-related fetotoxicity at oral dose levels of 0, 100, 300 and 1000 mg/kg in 

rats. 

A decrease in weight gain in suckling rat pups was attributed to the high dose and diuretic 

effects of hydrochlorothiazide, with subsequent effects on milk production. 

Amlodipine: No evidence of teratogenicity or embryo/fetal toxicity was found when pregnant 

rats and rabbits were treated orally with amlodipine maleate at doses up to 10 mg 

amlodipine/kg/day during their respective periods of major organogenesis. However, litter size 

was significantly decreased (by about 50%) and the number of intrauterine deaths was 

significantly increased (about 5-fold). Amlodipine has been shown to prolong both the 

gestation period and the duration of labor in rats at this dose. Valsartan and amlodipine: In an 

oral embryo-fetal development study in rats with dose levels of 5:80 mg/kg/day, 

amlodipine:valsartan, 10:160 mg/kg/day amlodipine:valsartan, and 20:320 mg/kg/day 

amlodipine:valsartan, treatment-related maternal and fetal effects (developmental delays and 

alterations noted in the presence of significant maternal toxicity) were noted with the high 

dose combination. The no-observed-adverse-effect level (NOAEL) for embryo-fetal effects was 

10:160 mg/kg/day amlodipine:valsartan. These doses are, respectively, 4.3 and 2.7 times the 

systemic exposure in humans receiving the MRHD (10/320 mg/60 kg)."    Revision of text to 

read "Lactation-It is not known whether valsartan is excreted in human milk. It is reported that 

amlodipine is excreted in human milk. The proportion of the maternal dose received by the 

infant has been estimated with an interquartile range of 3 – 7%, with a maximum of 15%. The 

effect of amlodipine on infants is unknown. Valsartan was excreted in the milk of lactating rats. 

Hydrochlorothiazide is excreted into breast milk. It is therefore not advisable for women who 

are breast-feeding to use Exforge HCT."   Addition of text to read " Female and males of 

reproductive potential-

As for any drug that acts directly on the RAAS, Exforge HCT should not be used  in women 

planning to become pregnant. Healthcare professionals prescribing any agents acting on the 

RAAS should counsel women of childbearing potential about the potential risk of these agents 

during pregnancy."

1-Sep-18 Novartis
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Clinical Pharmacology

Non-melanoma skin cancer 

Based on available data from epidemiological studies, cumulative dose-dependent association 

between HCTZ and NMSC has been observed. One study included a population comprised of 

71,533 cases of BCC and of 8,629 cases of SCC matched to 1,430,833 and 172,462 population 

controls, respectively. High HCTZ use (≥50,000 mg cumulative) was associated with an adjusted 

OR of 1.29 (95% CI: 1.23-1.35) for BCC and 3.98 (95% CI: 3.68-4.31) for SCC. A clear cumulative 

dose response relationship was observed for both BCC and SCC. Another study showed a 

possible association between lip cancer (SCC) and exposure to HCTZ: 633 cases of lip-cancer 

were matched with 63,067 population controls, using a risk-set sampling strategy. A clear 

cumulative dose-response relationship was demonstrated with an adjusted OR 2.1 (95% CI: 1.7-

2.6) increasing to OR 3.9 (3.0-4.9) for high use (~25,000 mg) and OR 7.7 (5.7-10.5) for the 

highest cumulative dose (~100,000 mg). For example: A 100,000 mg cumulative dose 

corresponds to more than 10 years' daily use with a defined daily dose of 25 mg"

Addition of " Amlodipine crosses the placenta and is excreted into breast milk." under 

distribution for amlodipine.                   "

Clinical Studies

Addition of "EXCITE (EXperienCe of amlodIpine and valsarTan in hypErtension) Study

In an open, uncontrolled study, 9,794 hypertensive patients across 13 countries in the Middle 

East and Asia were treated according to routine clinical practice and prospectively observed for 

26 weeks. A total of 8,603 were prescribed amlodipine/valsartan and 1,191 prescribed 

amlodipine/valsartan/hydrochlorothiazide. Among these, 15.5% were elderly, 32.5% were 

obese, 31.3% had diabetes, and 9.8% had isolated systolic hypertension. Both amlodipine/ 

valsartan and amlodipine/valsartan/hydrochlorothiazide single-pill combinations, respectively, 

were associated with clinically relevant and significant mean sitting systolic/diastolic BP 

reductions in the overall population (-31.0/-16.6 mmHg and -36.6/-17.8 mmHg, respectively. 

These results were consistent regardless of age, body mass index, and diabetic status. Similarly, 

clinically relevant and significant systolic BP reductions were observed in patients with isolated 

systolic hypertension (−25.5 mmHg and −30.2 mmHg, respectively)."

Amlodipine besylate / valsartan / 

hydrochlorothiazide
Exforge HCT 

6

1-Sep-18 Novartis
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6

Exforge HCT 
amlodipine besylate / valsartan / 

hydrochlorothiazide
Non clinical data

Revision of text to read  "Reproductive toxicity-In a rat fertility study, Valsartan had no adverse 

effects on the reproductive performance of male or female rats at oral doses up to 200 

mg/kg/day, approximately 18 times the maximum recommended human dose on a mg/m2 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient)" under valsartan.       

Addition of text under hydrochlorothiazide to read" According to the experimental data 

available, hydrochlorothiazide did not reveal evidence of carcinogenic activity in rats and mice 

(hepatocellular tumors in mice were only seen in the high-dosed males; the incidence did not 

exceed those levels historically found in controls). The mutagenic potential was assessed in a 

series of in vitro and in vivo test systems. While some positive results were obtained in vitro, all 

in vivo studies provided negative results. Hydrochlorothiazide enhanced the UVA-induced 

formation of pyrimidine dimers in vitro and in the skin of mice following oral treatment. It is 

therefore concluded that there is no relevant mutagenic potential in vivo, although 

hydrochlorothiazide could enhance the genotoxic effects of UVA light. "

1-Sep-18 Novartis

Lantus is administered subcutaneously. Lantus should not be administered intravenously. The 

prolonged duration of action of Lantus is dependent on its injection into subcutaneous tissue. 

Intravenous administration of the usual subcutaneous dose could result in severe 

hypoglycaemia. 

There are no clinically relevant differences in serum insulin or glucose levels after abdominal, 

deltoid or thigh administration of Lantus. Injection sites must be rotated within a given 

injection area from one injection to the next.

Lantus must not be mixed with any other insulin or diluted. Mixing or diluting can change its 

time/action profile and mixing can cause precipitation.

Lantus 100 units/ml solution for injection in a vial

7

Lantus 100 units/ml 

solution for injection in 

a vial,

Lantus 100 units/ml 

solution for injection in 

a cartridge, 

Lantus SoloStar 100 

units/ml solution for 

injection in a pre filled 

pen

Each ml contains 100 units insulin 

glargine* (equivalent to 3.64 mg). 
Method of administration 16-Jul-18

Sanofi-Aventis 

Deutschland 

GmbH
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Lantus 100 units/ml solution for injection in a cartridge                                                           Lantus 

100 units/ml in cartridges is only suitable for subcutaneous injections from a reusable pen. If 

administration by syringe is necessary, a vial should be used (see section 4.4).

Lantus SoloStar 100 units/ml solution for injection in a pre‑filled pen                                                                                                                           

Lantus SoloStar 100 units/ml in pre‑filled pen is only suitable for subcutaneous injections. If 

administration by syringe is necessary, a vial should be used (see section 4.4).

Pens to be used with Lantus 100 units/ml in cartridges. Lantus 100 units/ml in cartridges is only 

suitable for subcutaneous injections from a reusable pen. If administration by syringe is 

necessary, a vial should be used. The Lantus cartridges should only be used with the following 

pens:                                                                                                         -JuniorSTAR which delivers 

Lantus in 0.5 unit dose increments                                                                                                                                                           

-OptiPen, ClikSTAR, Tactipen, Autopen 24, AllStar and AllStar PRO which all deliver Lantus in 

1 unit dose increments.                                                  These cartridges should not be used with 

any other reusable pen as the dosing accuracy has only been established with the listed pens.                                                                                                                 

Not all of these pens may be marketed in your country

Handling of the SoloStar pre‑filled pen                  Lantus SoloStar 100 units/ml in pre‑filled pen 

is only suitable for subcutaneous injections. If administration by syringe is necessary, a vial 

should be used (see section 4.2). Before using SoloStar, the instructions for use included in the 

package leaflet must be read carefully. SoloStar has to be used as recommended in these 

instructions for use (see section 6.6).

Lantus SoloStar 100 units/ml in pre‑filled pen is only suitable for subcutaneous injections. If 

administration by syringe is necessary, a vial should be used (see section 4.2). Before using 

SoloStar, the instructions for use included in the package leaflet must be read carefully. 

SoloStar has to be used as recommended in these instructions for use (see section 6.6).

This medicinal product must not be mixed with other medicinal products.

Lantus 100 units/ml solution for injection in a vial

It is important to ensure that syringes do not contain traces of any other material.

8 Maxidex Dexamethasone 1 mg
Special warnings and 

precautions for use

Update of section to read:                                                                            Cushing’s syndrome 

and/or adrenal suppression associated with systemic absorption of ophthalmic dexamethasone 

may occur after intensive or long-term continuous therapy in predisposed patients, including 

children and patients treated with CYP3A4 inhibitors (including ritonavir and cobicistat). (Ssee 

section 4.5). In these cases, treatment should not be discontinued abruptly, but progressively 

tapered.

9-Feb-18 Novartis

Special warnings and 

precautions for use

7

Lantus 100 units/ml 

solution for injection in 

a vial,

Lantus 100 units/ml 

solution for injection in 

a cartridge, 

Lantus SoloStar 100 

units/ml solution for 

injection in a pre filled 

pen

Each ml contains 100 units insulin 

glargine* (equivalent to 3.64 mg).

Method of administration

Incompatibilities

16-Jul-18 Sanofi-Aventis 
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8 Maxidex Dexamethasone 1 mg

Interaction with other medicinal 

products and other forms of 

interaction

Update of section to read:                                                                                                                   

CYP3A4 inhibitors including ritonavir and cobicistat may increase systemic exposure resulting in 

increased risk of adrenal suppression/Cushing’s syndrome. (See Section 4.4).  The combination 

should be avoided unless the benefit outweighs the increased risk of systemic corticosteroid 

side effects, in which case patients should be monitored for systemic corticosteroid effects.

9-Feb-18 Novartis

Special warnings and 

precautions for use

 Cushing’s syndrome and/or adrenal suppression associated with systemic absorption of 

ophthalmic dexamethasone may occur after intensive or long-term continuous therapy in 

predisposed patients, including children and patients treated with CYP3A4 inhibitors (including 

ritonavir and cobicistat). (Ssee section 4.5). In these cases, treatment should not be 

discontinued abruptly, but progressively tapered.

Interaction with other medicinal products and other forms of interaction

Update of section to read:                                                                                                                     

CYP3A4 inhibitors including ritonavir and cobicistat may increase systemic exposure resulting in 

increased risk of adrenal suppression/Cushing’s syndrome. (See Section 4.4). The combination 

should be avoided unless the benefit outweighs the increased risk of systemic corticosteroid 

side-effects, in which case patients should be monitored for systemic corticosteroid effects

10 Plavix 
Clopidogrel                75mg , 300mg 

Film Coated Tablets
Undesirable effects

Nervous System:                                                                                                                                          

Common: Taste disturbance, ageusia 
12-Jul-17 Sanofi- Aventis 

11 Tasigna Nilotinib
Dosage regimen and 

administration

Dosage in newly diagnosed Ph+ CML-Chronic Phase (CP) adult patients who have achieved a 

sustained deep molecular response (MR 4.5):                                                    Section updated to 

include:                                        Monitoring of BCR-ABL transcript levels must be performed with 

a quantitative diagnostic test validated to measure molecular response levels on the 

International Scale (IS) with a sensitivity of at least MR4.5. 

For patients who lose MR4.0 but not Major Molecular Response (MMR) during the treatment-

free phase, BCR-ABL transcript levels should be monitored every 2 weeks until BCR-ABL levels 

return to a range between MR4.0 and MR4.5. Patients who maintain BCR-ABL levels between 

MMR and MR4.0 for a minimum of 4 consecutive measurements can return to the original 

monitoring schedule. 

9-Feb-18 Novartis

9 Maxitrol

Dexamethasone 1mg, Neomycin 

sulfate 3,500 IU and Polymyxin B 

sulfate 6,000 IU 

Alcon-

Couvreur 

(Novartis)

9-Feb-18
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Dosage regimen and 

administration

Dosage in adult patients with Ph+ CML-CP and CML- Accelerated Phase (AP) resistant to or 

intolerant to at least one prior therapy including imatinib:                                                      

Patients who are eligible to discontinue Tasigna therapy must have their BCR-ABL transcript 

levels and complete blood count with differential monitored monthly for one year, then every 

6 weeks for the second year, and every 12 weeks thereafter. Monitoring of BCR-ABL transcript 

levels must be performed with a quantitative diagnostic test validated to measure molecular 

response levels on the International Scale (IS) with a sensitivity of at least MR4.5.  

warnings and precautions 

Monitoring of Patients who have discontinued therapy: Updated secttion to-                                                                

Loss of MMR or confirmed loss of MR4.0 (two consecutive measures separated by at least 4 

weeks showing loss of MR4.0) will trigger treatment re-initiation within 4 weeks of when loss of 

remission is known to have occurred.  Frequent monitoring of BCR-ABL transcript levels and 

complete blood count with differential is required to detect possible loss of remission (see 

sections Dosage Regimen and Administration and Clinical Studies). For patients who fail to 

achieve MMR after three months of treatment re initiation, BCR-ABL kinase domain mutation 

testing should be performed.

Nilotinib is mainly metabolized in the liver with CYP3A4 expected to be the main contributor to 

the oxidative metabolism. , Nilotiniband is also a substrate for the multi-drug efflux pump, P-

glycoprotein (P-gp). Therefore, absorption and subsequent elimination of systemically 

absorbed nilotinib may be influenced by drugs that affect CYP3A4 and/or P-gp.

Drugs that may have their systemic concentration altered by nilotinib:                                                                                       

In vitro nilotinib is identified as a competitive inhibitor of CYP3A4, CYP2C8, CYP2C9, CYP2D6 

and UGT1A1, with Ki value being lowest for CYP2C9 (Ki=0.13 microM). Enzyme induction 

studies indicate that nilotinib can be considered to be an in vitro inducer of CYP2B6, CYP2C8 

and CYP2C9 activities.

9-Feb-18 NovartisNilotinibTasigna

Interactions

11
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Pregnancy, lactation, females 

and males of reproductive 

potential

Pregnancy

Risk Summary

Tasigna can cause fetal harm when administered to a pregnant woman. There are no adequate 

data on the use of Tasigna in pregnant women. Reproductive studies in rats and rabbits have 

demonstrated that nilotinib induced embryo-toxicity and/or feto-toxicity (following prenatal 

exposure to nilotinib) at exposures equal to the one achieved in humans at the maximum 

recommended human dose of 400 mg twice daily. Tasigna should not be used during 

pregnancy unless necessary. If it is used during pregnancy or if the patient becomes pregnant 

while taking Tasigna, the patient must be informed of the potential risk to the fetus. 

If a woman who is being treated with Tasigna is considering pregnancy, treatment 

discontinuation may be considered based on the eligibility criteria for discontinuing treatment. 

There is a limited amount of data on pregnancies in patients while attempting treatment free 

remission (TFR). If pregnancy is planned during the TFR phase, the patient must be informed of 

a potential need to re initiate Tasigna treatment during pregnancy (see sections Dosage 

Regimen and Administration and warnings and precautions)

Lactation                                                                                                                                                                         

Risk Summary:                                                                                                                                                           

It is not known whether nilotinib is excreted in human milk. Studies in animals demonstrate 

that nilotinib is excreted into breast milk. Lactating women should not breast-feed while taking 

Tasigna and for 2 weeks after the last dose, as a risk to the infant cannot be excluded.

Females and males of 

reproductive potential

Contraception: Females:                                                                                                                                      

Females of reproductive potential must be advised to use effective method of contraception 

(methods that result in less than 1% pregnancy rates) while receiving Tasigna and for up to 2 

weeks after ending treatment with Tasigna.

9-Feb-18 Novartis11 Tasigna Nilotinib
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Advewrse Drug reaction
Deletion of  blood potassium  as a not known adverse reaction under "Metabolism and 

nutrition disorders 

"                                                                                                                                                    Addition of 

"Blood potassium increased (frequency unknown)- reported in post market reporting."

Pregnancy, Lactation, Females 

and Males of Reproductive 

Potential

Deletion of text under women of child bearing potential.                                                                                                                                                                                                                                                                                                                                                                                                                                                                  

Addition of "Disease-associated maternal and/or embryo/fetal risk-Hypertension in pregnancy 

increases the maternal risk for pre-eclampsia, gestational diabetes, premature delivery, and 

delivery complications (e.g., need for cesarean section, and post-partum hemorrhage). 

Hypertension increases the fetal risk for intrauterine growth restriction and intrauterine death.  

Fetal/Neonatal Risk -Oligohydramnios in pregnant women who use drugs affecting the renin-

angiotensin system in the second and third trimesters of pregnancy can result in the following: 

reduced fetal renal function leading to anuria and renal failure, fetal lung hypoplasia, skeletal 

deformations, including skull hypoplasia, hypotension and death. 

In case of accidental exposure to ARB therapy, appropriate fetal monitoring should be 

considered.

Infants whose mothers have taken ARB therapy should be closely observed for hypotension."  

under Clinical considerations  .                                                                                                                                     

Addition of  "Animal data -In embryofetal development studies in mice, rats and rabbits, 

fetotoxicity was observed in association with maternal toxicity in rats at valsartan doses of 600 

mg/kg/day                                                                                                                                                                                                                                                                                                                                                                                                                                                                                

approximately 6 times the maximum recommended human dose on a mg/m2 basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient) and in rabbits at doses of 

10 mg/kg/day approximately 0.6 times the maximum recommended human dose on a mg/m² 

basis (calculations assume an oral dose of 320 mg/day and a 60-kg patient). There was no 

evidence of maternal toxicity or fetotoxicity in mice up to a dose level of 600 mg/kg/day 

approximately 9 times the maximum recommended human dose on a mg/m² basis 

(calculations assume an oral dose of 320 mg/day and a 60-kg patient).

"               Addition of "Females and males of reproductive potential

As for any drug that acts directly on the RAAS, Valsartan should not be used in women planning 

to become pregnant. Healthcare professionals prescribing any agents acting on the RAAS 

should counsel women of childbearing potential about the potential risk of these agents during 

pregnancy.

" 

1-Sep-18 Novartis
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Valsartan Valsartan
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12

Valsartan Valsartan Non- clinical data

Revision of text under Reproductive toxicity to read "

In a rat fertility study, Valsartan had no adverse effects on the reproductive performance of 

male or female rats at oral doses up to 200 mg/kg/day, approximately 18 times the maximum 

recommended human dose on a mg/m² basis (calculations assume an oral dose of 320 mg/day 

and a 60-kg patient). "

1-Sep-18 Novartis
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