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1.  Background information on the procedure 

1.1.  Background information on the basis of the grounds for referral 

On 15 September 2014 the European Commission on behalf of all marketing authorisation holders 
presented to the European Medicines Agency a referral under Article 30 of Directive 2001/83/EC, in 
order to harmonise the national summary of product characteristics, labelling and package leaflet of 
the medicinal products: 

Cymevene i.v. and associated names for which the MAH is F. Hoffman – La Roche Ltd (see Annex I of 
CHMP opinion). 

The CHMP appointed Rugile Pilviniene (Lithuania) as rapporteur and Alar Irs (Estonia) as co-
rapporteur. 

Cymevene i.v. was first approved in United Kingdom on 15 June 1988, which marks its International 
Birth Date (IBD). National approval was obtained in most of the European countries. Cymevene is 
approved in all EU Member States except Latvia, Malta and Slovenia.  

 

2.  Scientific discussion during the referral procedure 

2.1.  Introduction 

Cymevene i.v. contains ganciclovir, a synthetic analogue of 2’-deoxyguanosine which inhibits 
replication of herpes viruses. Sensitive human viruses include human cytomegalovirus (HCMV), 
herpes-simplex virus-1 and -2 (HSV-1 and HSV-2), human herpes virus -6, -7 and -8 (HHV-6, HHV-7, 
HHV-8), Epstein-Barr virus (EBV), varicella-zoster virus (VZV), and hepatitis B virus.  

An oral formulation of ganciclovir (capsules 250 mg) was developed and first granted approval in 
United Kingdom on 16 December 1994. The oral formulation of Cymevene was withdrawn for non-
safety reasons in 2006 and has been replaced by Valcyte (valganciclovir) formulations (powder for oral 
solution and film-coated tablets).  

From this point onwards in this report if Cymevene is referred to, it refers only to the parenteral 
pharmaceutical forms. Cymevene is administered parenterally by intravenous infusion over 1 hour. The 
medicinal product is available in 10ml vials containing 500mg ganciclovir as powder for concentrate for 
solution for infusion.  

Different summaries of product characteristics (SmPCs) are approved nationally across EU Member 
States. The main divergences are found in section 4.1 (Therapeutic indications) and consequently also 
in section 4.2 (Posology and method of administration). Further divergences exist in section 4.3 
(Contraindications), section 4.4 (Special warnings and precautions for use) and section 4.6 (Fertility, 
pregnancy and lactation). 

Due to the divergent national decisions taken by Member States concerning the authorisation of 
Cymevene i.v. and associated names, the European Commission notified the EMA of an official referral 
under Article 30 of Directive 2001/83/EC in order to resolve divergences amongst the nationally 
authorised product information for the above-mentioned products and thus to harmonise them across 
the EU. In the following parts of this report the sections with the main changes in the product 
information are presented. 
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2.2.  Clinical aspects 

Summary of product characteristics (SmPC) 

Section 4.1 – Therapeutic Indications 

These medicinal products have been authorised for treatment and prevention of cytomegalovirus 
(CMV) disease. Both indications are discussed below. 

Indication for treatment of CMV disease  

Cymevene is currently indicated for the treatment of life- or sight-threatening CMV infections in 
immunocompromised individuals in the majority of E.U. Member States. The terminology used in the 
individual current SmPCs differs.  

In Belgium, Bulgaria, Croatia, Estonia, France, Germany, Greece, Ireland, Lithuania, Luxembourg, the 
Netherlands, Romania, Slovakia, and the United Kingdom, Cymevene is indicated for the treatment of 
life- or sight-threatening CMV infections in immunocompromised individuals. In most SmPCs, the term 
“immunocompromised individuals” is defined. Although the precise definitions differ slightly across 
Member States, the SmPCs generally state that immunocompromised individuals include patients with 
acquired immunodeficiency syndrome (AIDS) and iatrogenic immunosuppression following organ or 
bone marrow transplantation or chemotherapy for neoplasia. 

In Denmark, Iceland, and Sweden, treatment or prevention are not specified but treatment is implied 
as the SmPCs specify retinitis caused by CMV in patients with AIDS. 

Similarly, the current Norwegian SmPC specifies visual or life-threatening infections in patients with 
immunodeficiency. 

The current Czech, Finnish, Hungarian, Polish, Italian, Portuguese, and Spanish SmPCs include both 
the prevention and treatment of life- or sight-threatening CMV disease in immunocompromised 
individuals. Many SmPCs currently specify treatment of CMV infections in oncology patients receiving 
immunosuppressive therapy. Other SmPCs address treatment of this patient group by use of the 
general term “immunocompromised individuals” without further qualification. 

There is some inconsistency in local SmPCs and literature regarding the use of terms “CMV infection” 
and “CMV disease”. For the sake of consistency, the term “CMV disease” is used, as CMV infection is 
defined as CMV antigenaemia without clinical signs of disease, whereas CMV disease is CMV 
antigenaemia with signs or symptoms of disease.   

The age groups are not specified in current approved local SmPCs within section 4.1. However, most 
current local SmPCs include a statement in section 4.2 under the special patient populations heading.   

The MAH provided data to support this indication in adults. The studies have been conducted by MAH 
in the treatment of CMV disease in patients with AIDS. Ten clinical studies were conducted during the 
period from 1986 till 1996, and some later. The majority of these studies were open-label controlled 
studies. In most of the studies efficacy of ganciclovir 2.5 mg/kg, 5 mg/kg, (induction treatment) 6 
mg/kg i.v. b.i.d. doses used for 2 weeks followed by 5 mg/kg or 6 mg/kg maintenance doses were 
evaluated for treatment of CMV retinitis in AIDS patients. Results of these studies demonstrated 
beneficial effect on progression of disease and relapse of CMV infections. 

In the following table 1 the summary of Company-Sponsored Studies in Patients with AIDS is given. 

Table 1. Summary of Company-Sponsored Studies in Patients with AIDS 



 
 
Assessment report   
EMA/CHMP/175628/2016  Page 5 
 
 

 

 



 
 
Assessment report   
EMA/CHMP/175628/2016  Page 6 
 
 

 

 

 

 



 
 
Assessment report   
EMA/CHMP/175628/2016  Page 7 
 
 

Table 2. Non-Company Sponsored Studies: Treatment of CMV Disease in Patients with AIDS 

 

 

 

The efficacy of ganciclovir in treating CMV retinitis in patients with AIDS has been established in 
studies including over 2500 patients (both i.v. and oral therapies). The studies demonstrate the 
efficacy of i.v. ganciclovir in the treatment, maintenance, and prevention of CMV disease but long-term 
i.v. therapy is less convenient for patients than oral therapy and is associated with higher costs. The 
use of oral ganciclovir was investigated where it was shown that oral ganciclovir is an efficacious 
treatment option for maintenance therapy of CMV retinitis (table 1) and that compared with placebo, 
prophylactic oral ganciclovir reduces the risk of CMV disease in patients with advanced AIDS. However, 
oral ganciclovir is not in use any longer. 

One randomised open-label parallel clinical study (multicentre Study MV17973 (VICTOR)) assessed the 
effectiveness of valganciclovir compared with i.v. ganciclovir for the treatment of CMV disease in solid 
organ transplant (SOT) patients. 326 patients were enrolled in the study. Patients received oral 
valganciclovir 900 mg twice daily for 21 days, or i.v. ganciclovir 5 mg/kg twice daily for 21 days. 
Thereafter, maintenance (secondary prophylaxis) treatment with oral valganciclovir was given to all 
patients in both arms up to Day 49 at a dose of 900 mg once daily. The proportion of patients with 
virological and clinical recurrence of CMV disease was similar between the two treatment groups, while 
the time to first CMV disease recurrence was shorter among patients in the valganciclovir group (104 
vs. 143 days; p = not significant). 

There are no MAH-sponsored studies of CMV treatment in stem cell transplant recipients. Various 
clinical treatment guidelines advise on appropriate treatment and prevention of CMV disease in stem 
cell transplant recipients. One non-systematic review of CMV disease diagnosis, prevention, and 
treatment in hematopoietic stem cell transplant (HSCT) recipients was conducted. In allogenic HSCT 
recipients, the review concluded that CMV disease should be treated with antiviral agents such as 
ganciclovir or foscarnet with 2-3 weeks of induction therapy followed by 3-4 weeks of maintenance 
therapy. 

There are no MAH-sponsored studies of CMV treatment in oncology patients. Guidelines recommend 
using ganciclovir for CMV prophylaxis in allogenic stem cell transplant recipients and in patients 
receiving alemtuzumab therapy. Recommendations from the European Conference on Infections in 
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Leukaemia say that patients receiving alemtuzumab should receive antiviral therapy with ganciclovir, 
valganciclovir, or foscarnet. Patients with end-organ disease should receive antiviral therapy. 

The treatment of CMV disease in stem cell transplant (SCT) and solid organ transplant (SOT) recipient 
is recommended by all guidelines, the data supporting the proposed indication are obtained from 
published literature.  

 

Indication for the prevention of CMV disease  

Cymevene is currently specifically indicated for the prevention of CMV disease in transplant recipients 
in the majority of E.U. Member States. Transplant recipients are described as organ or bone marrow 
recipients in some Member States. 

In Finland, Italy, Portugal, Poland, the Czech Republic, and Spain, Cymevene is indicated for the 
prevention of CMV disease in immunocompromised individuals, which encompasses patients with AIDS, 
transplant recipients, and oncology patients with iatrogenic immunosuppression. 

The MAH provided data of several clinical studies to support this indication.  

Early clinical studies showed the benefit of Cymevene for primary CMV prophylaxis in patients with 
AIDS. However, since highly active antiretroviral therapy (HAART) was established, prevention of CMV 
infection is achieved by using anti-retroviral medicines and routine use of ganciclovir for prevention of 
CMV disease is not recommended. (HAART) has reduced the risk of CMV disease in patients with AIDS. 
Before the introduction of HAART, approximately 30% of patients with AIDS experienced CMV retinitis, 
making CMV prophylaxis necessary. When early manifestations of CMV disease have been identified, 
therapy for CMV disease should be initiated.  

In patients with AIDS routine prevention of CMV disease with ganciclovir is no longer recommended 
because the highly active antiretroviral therapy (HAART) has reduced the risk of CMV disease in 
patients with AIDS. Before the introduction of HAART, approximately 30% of patients with AIDS 
experienced CMV retinitis, making CMV prophylaxis necessary. CMV prophylaxis in patients with HIV or 
AIDS is best achieved by using HAART to maintain CD4 count >100 cells/mm3 and monitoring patients 
to identify early manifestations of CMV disease. 

Later studies have been conducted with solid organs transplantation (SOT) recipients (tables 3 and 4) 
and stem cell transplantation (SCT) recipients (tables 5 and 6). 

A Syntex –sponsored multicenter, double-blind, randomized, placebo-controlled Study ICM 1496, was 
conducted to evaluate the efficacy and safety of i.v. ganciclovir for the prevention of CMV disease in 
adolescent and adult heart transplant recipients. Ganciclovir effectively reduced incidence of CMV, CMV 
and transplant recipients. 

A MAH-sponsored, multicentre, double-blind, randomized, placebo-controlled, parallel-group, Phase III 
Study MV15093 (GAN040) was conducted to evaluate the efficacy and safety of oral ganciclovir for the 
prevention of CMV disease in liver transplant recipients. Oral ganciclovir effectively reduced incidence 
of CMV disease in R+, R- and D+/R- liver transplant recipients. 

MAH-sponsored, single centre, retrospective study was conducted to evaluate the efficacy of i.v. 
ganciclovir for the prophylaxis of CMV disease in adult heart transplant recipients. It was concluded 
that longer CMV prophylaxis with ganciclovir reduces the risk of CMV disease.  

A Syntex –sponsored randomized, controlled Study ICM 1570, (table x, above) was conducted to 
evaluate the efficacy and safety of i.v. ganciclovir for the prevention of CMV interstitial pneumonia in 
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adolescent and adult bone marrow recipients. Ganciclovir effectively reduced the development 
interstitial pneumonia in recipients with asymptomatic infection. 

A Syntex –sponsored randomized, double blind controlled Study ICM 1689, was conducted to evaluate 
the efficacy of i.v. ganciclovir for early treatment of CMV infection in asymptomatic allogenic bone 
marrow recipients with positive CMV cultures. Early treatment with ganciclovir in CMV positive patients 
reduces the incidence of CMV disease and improves survival. 

Several non –MAH sponsored supportive studies were also presented to support the indication. 

There have been no MAH-sponsored studies conducted solely in oncology patients other than those in 
patients undergoing stem cell transplants.  

Table 3. Summary of MAH-Sponsored/Supported Studies of CMV Disease Prevention in SOT 
(solid organ transplant) Recipients  
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Table 4. Summary of Non-MAH Sponsored Studies of CMV Disease Prevention in SOT 
Recipients 
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Table 5. Summary of Company-Sponsored Studies of CMV Disease Prevention in Bone 
Marrow Transplant or Peripheral Blood Stem Cell Transplant Recipients  

 

 
Table 6. Summary of Non-company Sponsored Studies of CMV Disease Prevention in Bone 
Marrow Transplant or Peripheral Blood Stem Cell Transplant Recipients 

 

 
 
 
There are no MAH-sponsored studies of CMV treatment in stem cell transplant recipients but various 
clinical treatment guidelines advise on appropriate treatment and prevention of CMV disease in these 
patients. The MAH recommend ganciclovir to be used for iatrogenic immunosuppression associated 
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with transplantation but do not distinguish between solid organ transplantation and bone marrow 
transplantation. 

There have been no MAH-sponsored studies conducted of CMV prevention in oncology patients but 
there are 4 non-company sponsored studies shown in table 7. These studies show that ganciclovir 
should be considered in patients receiving chemotherapy, especially in patients with haematological 
malignancy. Clinical trials include only patients with haematological malignancies and little is known 
about CMV prevention in other cancer patients. Other oncology patients receiving chemotherapy do not 
routinely require CMV prophylaxis but certain high-risk patients, such as Asian patients, particularly 
those receiving rituximab or hyper-CVAD chemotherapy, may benefit.  

There is a lack of clinical trials that show CMV prevention efficacy in other oncology patients.  

Table 7. Summary of Non-Company Sponsored Studies of CMV Disease Prevention in 
Oncology Patients  
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Paediatric Population 

 

The MAH has not conducted formal studies in the paediatric patient population. In clinical practice, 
ganciclovir is used in children, as in adults, for the treatment of life- or sight-threatening CMV disease 
in immunocompromised individuals and for the prevention of CMV disease in transplant recipients. 
Summary of published non-company sponsored clinical studies of ganciclovir in paediatric use are seen 
in table 8.  

Table 8. Summary of published non-company sponsored clinical studies of ganciclovir 
in paediatric use 
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Treatment guidelines recommend that in general, the principles guiding CMV prophylaxis in adults 
apply also to children.  

The safety and efficacy of ganciclovir in children under 12 years of age has not been established. The 
use of Cymevene in the paediatric population warrants extreme caution due to the potential for long-
term carcinogenicity and reproductive toxicity. The benefits of treatment should be carefully weighed 
against the risks. 
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Clinical trials include only patients with haematological malignancy. MAH state that other oncology 
patients receiving chemotherapy do not routinely require CMV prophylaxis but certain high-risk 
patients, such as Asian patients, particularly those receiving rituximab or hyper-CVAD, may benefit. As 
there is a lack of clinical trial data, the indication for prevention of CMV in patients receiving cancer 
therapy seems not justified. The wording can be changed to only include patients with haematological 
malignancies. 

The use of ganciclovir in paediatric transplant recipients and patients with AIDS/HIV is recommended 
in current authoritative treatment guidelines, but the clinical data in trials are scarce. However the 
benefit-risk conclusion and posology can, in the CHMP view, be extrapolated to adolescents of 12 years 
and older considering the very serious nature of the disease it is indicated for. 

The British Transplantation Society in the third edition (2011) of their guidelines for the prevention and 
management of CMV disease in SOT recipients, recommend treatment of CMV disease with i.v. 
ganciclovir (or valganciclovir) until resolution of symptoms (1B), with foscarnet and cidofovir as second 
line treatment options (Not graded, B).  

The MAH has not conducted formal studies in the paediatric patient population. The proposed 
therapeutic indication (and posology) for children from 12 years of age is based on non-company 
sponsored ganciclovir studies and treatment guidelines1. The inclusion criteria regarding the age of 
eligible patients in ganciclovir studies are variable. Some of the studies are conducted predominantly in 
adults, but also included children.  

Clinical trials have been conducted in children with congenital CMV, HIV/AIDS, or following organ 
transplantation, and treatment guidelines recommend its use. However, studies or clinical treatment 
guidelines that specifically address the use of ganciclovir in children receiving cancer chemotherapy are 
lacking.  

Safety and efficacy data from valganciclovir studies conducted in children were also presented as 
relevant to the safety and efficacy of ganciclovir (clinical use of valganciclovir, the pro-drug of 
ganciclovir, has been approved in EU for paediatric SOT recipients for prevention of CMV disease.)  

Overall the CHMP accepted the justifications and the data presented by the MAH for the use of 
ganciclovir in the paediatric population of 12 year and above. The CHMP also noted the worksharing 
(Art 45) with data on the paediatric population including children below 12 years of age. All the 
existing data that is collected by the MAH may be submitted after the finalisation of this Article 30 
referral procedure, in a separate procedure at national level to support any changes to the use in the 
paediatric population. 

Following all the above data assessment the CHMP concluded that the final harmonised indication 
wording in the treatment and prevention of CMV disease is: 

Cymevene is indicated in adults and adolescents from 12 years of age for the: 

- treatment of cytomegalovirus (CMV) disease in immunocompromised patients;  

- prevention of CMV disease in patients with drug-induced immunosuppression (for example 
following organ transplantation or cancer chemotherapy).  

Consideration should be given to official guidance on the appropriate use of antiviral agents. 

 

                                                
1 Department of Health and Human Services. Panel on Opportunistic Infections in HIV-exposed and HIV-Infected 

Children. 2013 [cited April 2014]. 
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Section 4.2 - Posology and Method of Administration 

The harmonised information on posology was presented by the MAH per indication, i.e. standard 
dosage for treatment of CMV disease in adults and children from 12 years of age with normal renal 
function and standard dosage for prevention of CMV disease in adults and children from 12 years of 
age with normal renal function using prophylaxis or pre-emptive therapy.  

Special dosage instructions are provided for older people and patients with renal impairment. The 
dosage recommendations proposed by MAH are in line with the indications. Cymevene is indicated for 
use in adults and children from 12 years of age. Clinical studies, pharmacodynamics data, and 
treatment guidelines are provided to support the use of the same dose in adults and children from 12 
years of age for treatment and prevention of CMV disease. 

 

Posology for treatment of CMV disease 

The MAH proposed the following dosage recommendation for treatment of CMV disease. 

Standard dosage for treatment of CMV disease in adults and children from 12 years of age with normal 
renal function. 

- Induction treatment: 5 mg/kg given as an i.v. infusion over one hour, every 12 hours for 14 - 21 
days. 

- Maintenance treatment: For immunocompromised patients at risk of relapse maintenance therapy 
may be given. 5 mg/kg given as an i.v. infusion over one hour, once daily on 7 days per week or 6 
mg/kg once daily on 5 days per week. The duration of maintenance treatment should be determined 
on an individual basis, local treatment guidelines should be consulted. 

- Treatment of disease progression: Any patient, in whom CMV disease progresses, either while on 
maintenance treatment or because treatment with Cymevene has been withdrawn, may be re-treated 
using the induction treatment regimen. 

The proposed dose of 5 mg/kg every 12 hours for induction treatment reflects current local SmPCs, 
clinical studies, and clinical treatment guidelines. 

Clinical studies conducted by MAH about 20 years ago assessed the efficacy of Cymevene in the 
treatment of CMV in patients with HIV or AIDS and transplant recipients. The induction doses of 
Cymevene in most of the studies were 5 mg/kg i.v. b.i.d. and duration of therapy employed in those 
studies varied from 1 to 3 weeks for induction therapy and from 14 weeks to 6 month for maintenance 
treatment. The duration of induction treatment shows some variability in current local SmPCs, clinical 
studies, and clinical treatment guidelines, but the proposed duration of 14-21 days is recommended in 
the majority of these sources.  

The proposed dose for maintenance treatment of 5 mg/kg daily for 7 days a week or 6 mg/kg daily for 
5 days a week reflects current local SmPCs and is supported by clinical studies and treatment 
guidelines. The duration of maintenance therapy is variable and should be determined on an individual 
basis according to disease severity, viral load, and, in patients with AIDS, according to immune 
response to HAART. The proposal reflects this variability and refers clinicians to local treatment 
guidelines for advice. 

Several E.U. Member States include advice that disease progression may be managed by reintroducing 
the induction regimen; this advice is reflected in clinical treatment guidelines and is proposed for 
inclusion in the harmonised SmPC.  
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Posology for prevention of CMV disease 

The majority of current local SmPCs reflect the dose and duration of Cymevene for the prevention of 
CMV disease. The exceptions are Belgium, Finland, France, Germany, the Netherlands, Norway, and 
Slovakia. 

The proposed doses and duration of treatment is based on the data of clinical studies and clinical 
treatment guidelines. 

Clinical studies conducted or supported by MAH assessed the efficacy of Cymevene in the prophylaxis 
of CMV in patients with AIDS and transplant recipients. 

A number of clinical treatment guidelines provide information on the prevention of CMV disease. 
Guidelines in Europe and the United States advise that CMV prophylaxis is not generally required in 
HIV-positive patients. 

CMV prophylaxis is recommended in solid organ transplant (SOT) and hematopoietic stem cell 
transplant (HSCT) recipients. In SOT recipients, both universal prophylaxis and pre-emptive therapy 
are considered viable forms of prophylaxis. However, pre-emptive therapy can only be undertaken in 
centers able to accommodate the stringent monitoring required and universal prophylaxis is still 
preferred for high-risk patients. In HSCT recipients, universal prophylaxis and pre-emptive therapy are 
both acceptable but a pre-emptive approach may be preferred2. 

In oncology patients, the highest rates of CMV infection are seen in those with chronic lymphocytic 
leukaemia (CLL). At particularly high risk are patients receiving alemtuzumab, in whom reactivation 
rates range from 15%-66%. Reactivation of CMV tends to occur between the first and third months of 
alemtuzumab therapy when CD4 and CD8 cell counts are at their lowest. Pre-emptive therapy is 
recommended in these patients with monitoring for CMV reactivation during and for at least 2 months 
after completion of alemtuzumab therapy. Routine prophylaxis, or pre-emptive therapy for patients 
with haematological malignancies who do not receive alemtuzumab, is not routinely recommended. 

The doses of ganciclovir proposed for prevention of CMV disease as prophylaxis (5 mg/kg daily for 7 
days per week or 6 mg/kg daily for 5 days per week) or pre-emptive therapy (5 mg/kg twice daily 
induction therapy then 5 mg/kg daily for 7 days per week or 6 mg/kg daily for 5 days per week as 
maintenance therapy) reflect recent clinical trials and clinical treatment guidelines. 

The duration of CMV prophylaxis varies according to individual risk and will be determined on a case-
by-case basis by the treating physician with reference to current treatment guidelines. Therefore 
duration of prophylaxis in the proposed harmonised SmPC is not specified. However, for pre-emptive 
therapy, where the treatment regimen comprises an induction phase followed by maintenance phase, 
there is a well-established duration of 7-14 days therapy for the induction phase which is reflected in 
the proposed harmonised SmPC. For the maintenance phase, the duration is again determined by the 
individual level of risk and no recommendation can be made on the duration of maintenance therapy in 
the proposed harmonised SmPC. 

 

Special populations 

                                                
2  Kotton CN, Kumar D, Caliendo AM, et al. Updated international consensus guidelines on the management of 

cytomegalovirus in solid-organ transplantation. Transplantation, 2013; 96:333-60. 
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Clarification was given for the special populations, patients with renal impairment, patients with severe 
leucopenia, neutropenia, anaemia, thrombocytopenia and pancytopenia, and elderly patients. Re-
organisation has been performed of that section with clear subheadings. 

 

Method of administration 

Cymevene is a powder for solution for infusion. The infusion should be given into a vein with adequate 
blood flow, preferably via a plastic cannula.  

The CHMP agreed that ganciclovir must be administered by i.v. infusion over 1 hour at a concentration 
not exceeding 10 mg/mL and not to be administered by rapid or bolus i.v. injection because the 
resulting excessive plasma levels may increase the toxicity of ganciclovir. Ganciclovir should not be 
administered by intramuscular or subcutaneous injection because this may result in severe tissue 
irritation due to the high pH (~11) of ganciclovir solutions. 

The majority of approved SmPCs included already some precautionary information related to the 
precautions to be taken before handling or administering ganciclovir as it is considered a potential 
teratogen and carcinogen in humans. However the used wording differs in Member States. 

The CHMP agreed the harmonised wording for this section. 

 

Section 4.3 – Contraindications 

Hypersensitivity to the active substance was harmonised as a contraindication in the SmPC. In addition 
information link on breast-feeding by cross-reference to section 4.6 was made. 

 

Section 4.4 - Special Warnings and Precautions for Use 

There were differences in this section approved across Member States regarding the information on 
paediatric population and patients with psychosis, information on monitoring for blood disorders, 
teratogenic, aspermatogenic and carcinogenic effects as well as altering the female fertility, inhibition 
of spermatogenesis.  

The CHMP has recommended the rearrangement of the information and agreed on a common wording 
regarding mainly cross-hypersensitivity, mutagenicity, teratogenicity, carcinogenicity, fertility, and 
contraception and myelosuppression. 

For cross-hypersensitivity reaction the information on possible interaction with aciclovir and penciclovir 
was emphasised. 

Especially in the paediatric population due to the potential for long-term carcinogenicity and 
reproductive toxicity special warning is mentioned and the benefits of treatment should be carefully 
considered in each case and should clearly outweigh the risks with reference to treatment guidelines. 

In patients with pre-existing haematological cytopenia or a history of drug-related haematological 
cytopenia and in patients receiving radiotherapy the use of the product should be done with caution as 
severe leucopenia, neutropenia, anaemia, thrombocytopenia, pancytopenia and bone marrow 
depression have been observed in patients treated with ganciclovir. The complete blood counts 
including platelet counts should be monitored during therapy; increased haematological monitoring 
may be warranted in patients with renal impairment.  



 
 
Assessment report   
EMA/CHMP/175628/2016  Page 20 
 
 

 

Section 4.6 - Fertility, pregnancy and lactation 

The information on pregnancy and breastfeeding was different in the individual Member States. The 
CHMP agreed on a common wording.   

In animal studies ganciclovir impaired fertility in male and female mice. Based on the occurrence of 
aspermatogenesis at ganciclovir exposures below therapeutic levels in animal studies, it is considered 
likely that ganciclovir may cause temporary or permanent inhibition of human spermatogenesis (see 
section 4.4). 

The safety of ganciclovir for use in pregnant women has not been established. However, ganciclovir 
readily diffuses across the human placenta. In animals studies ganciclovir was associated with 
reproductive toxicity and teratogenicity. Therefore, ganciclovir should not be used in pregnant women 
unless the clinical need for treatment of the woman outweighs the potential teratogenic risk to the 
foetus. 

Ganciclovir is found to be mutagenic, teratogenic, aspermatogenic and carcinogenic in animal 
reproduction studies. A review of the use of ganciclovir and valganciclovir in pregnancy, undertaken by 
the MAH in 2014, revealed 68 pregnancy-related cases of concerning patients who had received 
ganciclovir or valganciclovir either before or during pregnancy. Of these 68 reports, 24 contained 
serious or fatal AEs, of which 10 concerned birth defects/congenital malformations. Even though no 
specific pattern of malformations was identified in the reviewed cases of AEs related with exposure to 
ganciclovir or valganciclovir, the association between congenital malformations and treatment with 
ganciclovir or valganciclovir cannot be ruled out. As a result of the potential for reproductive toxicity 
and teratogenicity, women of childbearing potential must be advised to use effective contraception 
during and for at least 30 days after treatment. Male patients must be advised to practice barrier 
contraception during and for at least 90 days following treatment with ganciclovir unless it is certain 
that the female partner is not at risk of pregnancy. 

It is unknown if ganciclovir is excreted in human breast milk, but the possibility of ganciclovir being 
excreted in breast milk and causing serious adverse reactions in the breastfed infant cannot be 
excluded. Therefore, breastfeeding must be discontinued during treatment with ganciclovir. This is also 
reflected in the section 4.3. 

Section 4.8 – Adverse events 

Safety and efficacy data from valganciclovir studies conducted in children were also presented as 
relevant to the safety and efficacy of ganciclovir (clinical use of valganciclovir, the pro-drug of 
ganciclovir, has been approved in EU for paediatric SOT recipients for prevention of CMV disease). 
These additions to the safety information were considered relevant and were accepted by the CHMP. 

 

Other sections 

Several other sections of the SmPC have been harmonised to include the relevant available information, 
or amend wording according to the attest QRD template.  

 

Labelling 

The labelling was reviewed during this procedure. No changes were introduced. 
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Package Leaflet 

Following all the changes in the SmPC there were amendments made to the package leaflet (PL). The 
final PL wording was agreed by the CHMP.  

2.3.  Quality aspects - Module 3 

The MAH submitted a CMC (Chemistry, Manufacturing and Controls) package with a view of 
harmonising the Quality dossier. The proposed harmonisations concerned the overall Module 3.  

Based on the review of data on quality and the MAH responses the CHMP considers that all issues 
raised with regards to the harmonisation of the Module 3 are resolved. 

 

2.4.  Recommendation 

In conclusion, the CHMP recommended the revision and harmonisation of the product information for 
Cymevene i.v. and associated names and recommended changes in several sections of the PI. For the 
therapeutic indication more specifically, the CHMP adopted the following harmonised indication, 

Cymevene is indicated in adults and adolescents from 12 years of age for the: 

- treatment of cytomegalovirus (CMV) disease in immunocompromised patients;  

- prevention of CMV disease in patients with drug-induced immunosuppression (for example 
following organ transplantation or cancer chemotherapy).  

Consideration should be given to official guidance on the appropriate use of antiviral agents. 

2.5.  Conclusions 

The basis for this referral procedure was a harmonisation of the SmPC, labelling and package leaflet. 

In conclusion, based on the assessment of the MAHs’ proposals and responses and following the 
discussions of the Committee, the CHMP adopted harmonised sets of product information documents of 
Cymevene and associated names. 

 

Whereas 

• the scope of the referral was the harmonisation of the summary of products characteristics, 
labelling and package leaflet; 

• the summary of products characteristic, labelling and package leaflet proposed by the 
Marketing Authorisation Holders have been assessed based on the documentation submitted 
and the scientific discussion within the Committee; 

 
the CHMP was of the opinion that the benefit/risk ratio of Cymevene and associated names is 
considered to be favourable. The CHMP adopted a positive opinion recommending the variation to the 
terms of the marketing authorisations for which the summary of products characteristics, labelling and 
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package leaflet as set out in Annex III of the CHMP opinion for Cymevene and associated names (see 
Annex I). 
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