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1 PREVIOUS REPORTED SIDE EFFECTS 

The incidence of adverse events for Myfortic® (mycophenolic acid) was determined 
in randomized, comparative, active-controlled, double-blind, double-dummy trials in 
prevention of acute rejection in de novo and maintenance kidney transplant patients. 

The principal adverse reactions associated with the administration of Myfortic include 
constipation, nausea, and urinary tract infection in de novo patients and nausea, 
diarrhea and nasopharyngitis in maintenance patients. 

Adverse events reported in ≥ 20% of patients receiving Myfortic or mycophenolate 
mofetil in the 12-month de novo renal study and maintenance renal study, when used 
in combination with cyclosporine, USP (MODIFIED) and corticosteroids, are listed in 
Table 1. Adverse event rates were similar between Myfortic and mycophenolate 
mofetil in both de novo and maintenance patients. 

Table 1: Adverse Events (%) in Controlled de novo and Maintenance Renal 
Studies Reported in ≥ 20% of Patients 

  

de novo Renal Study 
Maintenance Renal 
Study 

Myfortic® 
1.44 
g/day 
(n=213) 

mycophenolate 
mofetil 2 g/day  
(n=210) 

Myfortic® 
1.44 
g/day  
(n=159) 

mycophenolate 
mofetil 2 g/day 
(n=163) 

Blood and Lymphatic System Disorders 

Anemia 21.6 21.9 - - 

Leukopenia 19.2 20.5 - - 

Constipation 38.0 39.5 - - 

Nausea 29.1 27.1 24.5 19.0 

Diarrhea 23.5 24.8 21.4 24.5 

Vomiting 23.0 20.0 - - 

Dyspepsia 22.5 19.0 - - 

Urinary Tract 
Infection 

29.1 33.3 - - 

CMV 
Infection 

20.2 18.1 - - 

Insomnia 23.5 23.8 - - 

Postoperative 
Pain 

23.9 18.6   

Table 2 summarizes the incidence of opportunistic infections in de novo and 
maintenance transplant patients, which were similar in both treatment groups. 
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Table 2: Viral and Fungal Infections (%) Reported Over 0-12 Months 

 

  

de novo Renal Study Maintenance Renal Study 

Myfortic® 1.44 
g/day 
(n = 213) 
(%) 

mycophenolate 
mofetil 2 g/day 
(n = 210) 
(%) 

Myfortic® 1.44 
g/day 
(n = 159) 
(%) 

mycophenolate 
mofetil 2 g/day 
(n = 163) 
(%) 

Any Cytomegalovirus 21.6 20.5 1.9 1.8 

  - Cytomegalovirus 
Disease 

4.7 4.3 0 0.6 

Herpes Simplex 8.0 6.2 1.3 2.5 

Herpes Zoster 4.7 3.8 1.9 3.1 

Any Fungal Infection 10.8 11.9 2.5 1.8 

  - Candida NOS 5.6 6.2 0 1.8 

  - Candida Albicans 2.3 3.8 0.6 0 

The following opportunistic infections occurred rarely in the above controlled trials: 
aspergillus and cryptococcus. 

The incidence of malignancies and lymphoma is consistent with that reported in the 
literature for this patient population. Lymphoma developed in 2 de novo patients 
(0.9%), (one diagnosed 9 days after treatment initiation) and in 2 maintenance 
patients (1.3%) (one was AIDS-related), receiving Myfortic with other 
immunosuppressive agents in the 12-month controlled clinical trials. Nonmelanoma 
skin carcinoma occurred in 0.9% de novo and 1.8% maintenance patients. Other 
types of malignancy occurred in 0.5% de novo and 0.6% maintenance patients. 

The following adverse events were reported between 3% to < 20% incidence in de 
novo and maintenance patients treated with Myfortic in combination with cyclosporine 
and corticosteroids are listed in Table 3. 

Table 3: Adverse Events Reported in 3% to < 20% of Patients Treated with 
Myfortic® in Combination with Cyclosporine* and Corticosteroids 

 de novo Renal Study Maintenance Renal Study 

Blood and 
Lymphatic 
Disorders 

Lymphocele, thrombocytopenia Leukopenia, anemia 

Cardiac 
Disorder 

Tachycardia - 

Eye Disorder Vision blurred - 

Endocrine 
Disorders 

Cushingoid, hirsutism - 

Gastrointestinal 
Disorders 

Abdominal pain upper, flatulence, 
abdominal distension, sore throat, 
abdominal pain lower, abdominal 
pain, gingival hyperplasia, loose 
stool 

Vomiting, dyspepsia, abdominal 
pain, constipation, 
gastroesophageal reflux disease, 
loose stool, flatulence, abdominal 
pain upper 
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General 
Disorders and 
Administration 
Site Conditions 

Edema, edema lower limb, 
pyrexia, pain, fatigue, edema 
peripheral, chest pain 

Fatigue, pyrexia, edema, chest 
pain, peripheral edema 

Infections and 
Infestations 

Nasopharyngitis, herpes simplex, 
upper respiratory tract infection, 
oral candidiasis, herpes zoster, 
sinusitis, wound infection, implant 
infection, pneumonia 

Nasopharyngitis, upper 
respiratory tract infection, urinary 
tract infection, influenza, sinusitis 

Injury, 
Poisoning, and 
Procedural 
Complications 

Drug toxicity Postprocedural pain 

Investigations 

Blood creatinine increased 
hemoglobin decrease, blood 
pressure increased, liver function 
tests abnormal 

Blood creatinine increase, weight 
increase 

Metabolism and 
Nutrition 
Disorders 

Hypocalcemia, hyperuricemia, 
hyperlipidemia, hypokalemia, 
hypophosphatemia 
hypercholesterolemia, 
hyperkalemia, hypomagnesemia, 
diabetes mellitus, 
hyperphosphatemia, dehydration, 
fluid overload, hyperglycemia, 
hypercalcemia 

Dehydration, hypokalemia, 
hypercholesterolemia 

Musculoskeletal 
and Connective 
Tissue 
Disorders 

Back pain, arthralgia, pain in limb, 
muscle cramps, myalgia 

Arthralgia, pain in limb, back pain, 
muscle cramps, peripheral 
swelling, myalgia 

Nervous System 
Disorders 

Tremor, headache, dizziness 
(excluding vertigo) 

Headache, dizziness 

Psychiatric 
Disorders 

Anxiety Insomnia, depression 

Renal and 
Urinary 
Disorders 

Renal tubular necrosis, renal 
impairment, dysuria, hematuria, 
hydronephrosis, bladder spasm, 
urinary retention 

- 

Respiratory, 
Thoracic and 
Mediastinal 
Disorders 

Cough, dyspnea, dyspnea 
exertional 

Cough, dyspnea, 
pharyngolaryngeal pain, sinus 
congestion 

Skin and 
Subcutaneous 
Tissue 
Disorders 

Acne, pruritus Rash, contusion 

Surgical and 
Medical 
Procedures 

Complications of transplant 
surgery, postoperative 
complications, postoperative 
wound complication 

- 
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Vascular 
Disorders 

Hypertension, hypertension 
aggravated, hypotension 

Hypertension 

*USP (MODIFIED) 

The following additional adverse reactions have been associated with the exposure 
to MPA when administered as a sodium salt or as mofetil ester: 

Gastrointestinal: Colitis (sometimes caused by CMV), pancreatitis, esophagitis, 
intestinal perforation, gastrointestinal hemorrhage, gastric ulcers, duodenal ulcers, 
and ileus. 

Resistance Mechanism Disorders: Serious life-threatening infections such as 
meningitis and infectious endocarditis have been reported occasionally and there is 
evidence of a higher frequency of certain types of serious infections such as 
tuberculosis and atypical mycobacterial infection. 

Respiratory: Interstitial lung disorders, including fatal pulmonary fibrosis, have been 
reported rarely with MPA administration and should be considered in the differential 
diagnosis of pulmonary symptoms ranging from dyspnea to respiratory failure in 
posttransplant patients receiving MPA derivatives. 

Postmarketing Experience 

The following adverse reactions have been identified during post-approval use of 
Myfortic. Because these reactions are reported voluntarily from a population of 
uncertain size, reliably estimating their frequency or establishing a causal relationship 
to drug exposure is not always possible. 

Congenital disorder: Embryofetal toxicity: Congenital malformations and an 
increased incidence of first trimester pregnancy loss have been reported following 
exposure to mycophenolate mofetil (MMF) during pregnancy. 

Infections: Polyomavirus associated nephropathy (PVAN), especially due to BK 
virus infection, has been observed in patients receiving immunosuppressants, 
including Myfortic. This infection is associated with serious outcomes, including 
deteriorating renal function and renal graft loss. Cases of progressive multifocal 
leukoencephalopathy (PML), sometimes fatal, have been reported in patients treated 
with MPA derivatives. 

Hematologic: Cases of pure red cell aplasia (PRCA) have been reported in patients 
treated with MPA derivatives in combination with other immunosuppressive agents. 

Dermatologic: Cases of rash have been reported in patients treated with MPA 
derivatives. 
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2.0 REPORTED SERIOUS ADVERSE EVENTS IN MYCUV-IIT02 

 

Center Subject
No 

Event
No 

SAE_ 
Report_ 

Date 

SAE_     
Description 

SAE_ 
Start_Date  
[DD.MM.JJ] 

 SAE_ 
End_Date 

[DD.MM.JJ] 

 

1 101 1 
31 May 
10 

Pneumonia 01. May 10  01. Jun 10  

4 403 1 
27. Jun 
11 

Gastrointestinal 
inflammation/ 
Gastroenteritis 

21. Jun 11  24. Jun 11  

1 
 
 
4 

107 
 
 
403 

2 
 
 
7 

 
17. Jun 
11 
 
28. Dec. 
10 
 

Urolithiasis left 
side 
 
Obstipation 

05. Jun 11 
 
 
22. Dec 10 

 
 
 
 

01. Jul 11 
 
 
27. Dec 10 

 
 
 
 

 

 

Center Subject
No 

SAE_ 
Outcome 

SAE_ 
Frequency 

SAE_ 
Intensity 

SAE_ 
Relation to 

Study_Medication 

SAE_ 
Action 
taken 

SAE_ 
Concomitant 

Therapy 

1 101 
completely 
recovered 

unk severe not suspected 
study-
medication 
ongoing 

antibiotics iv, 
unk 

4 003 
completely 
recovered 

unk mild suspected 
study-
medication 
ongoing 

ciprofloxacin 

1 
 
 
4 

107 
 
 
403 

completely 
recovered 
 
completely 
recovered 

unk 
 
 
unk 

severe 
 
 
severe 

not suspected 
 
 
suspected 

no study-
medication 
 
study 
medication 
ongoing 

extraction of 
stone 
 
purgatives 
(Practo Clyss, 
Laxans) 
 

 

Only two reported SAE (Center 4, Event-No 1 and Event-No 7) seem to be suspected 
to have a relationship to the study medication. Diarrhea or gastroenteritis is a 
wellknown side effect of Myfortic and because patient completely recovered under 
study medication, no other action was taken. Of note, since the last safety report one   
SAE was reported and documented. 
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3.0 REPORTED ADVERSE EVENTS IN MYCUV-IIT02 

From beginning of the study up to October 2012, 170 adverse events were documented in 44 
patients. The number of 256 AEs reported in the previous safety report resulted in a counting 
error that occurred because of double data entry into the database. 
Please note that in this safety report all AEs from point of screening visit are listed, i.e. AEs 
that occurred before randomization were also included. 
 
The causality of AEs was described as follows:  

Causality related 
to study 
medication 
   

related 17 
 
  
Probably / possibly 
related 86 

  
 
not related 67 
 
  

sum  170 
 

Previous and actually AE descriptions found in Blood and Lymphatic System: 

 
Previous 

study 
MYCUV-IIT02 

N (%) 

 %  

Anemia 21.6 1 (0,58) 

Leukopenia 19.2 0 

Hypokalemia  1 (0,58) 

Hypocalcaemia  1 (0,58) 

GPT /GGT elevation  2 (1,17) 

 

Previous and actually AE descriptions found in Intestinal System: 

 
Previous 

study 
MYCUV-IIT02 

N (%) 

 %  

Gastrointestinal disturbances  9 (5,3) 

Diarrhea 23,5 6 (3,5) 

Constipation / Meteorism  4 (2,4) 

Nausea 29,1 2 (1,2) 

Vomiting 23,0 0 

Dyspepsia 22,5 3 (1,8) 

Weight increase  3 (1,8) 
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Previous and actually AE descriptions found as viral / bacterial infections: 

 
Previous 
study (%) 

MYCUV-IIT02 
N (%) 

Any Cytomegalovirus 21,6 0 

Herpes Simplex 8,0 5 (2,9) 

Herpes Zoster 4,7 1 (0,6) 

Any Fungal Infection 10,8 0 

Upper respiratory tract infection 
(common cold) 

 23 (13,5) 

Urinary Tract Infection 29.1 2 (1,2) 

Lower respiratory tract infection 
(Bronchitis) 

 4 (2,4) 

Pneumonia  1 (0,6) 

 

Other AE descriptions found in ophthalmologic system: 

 
Previous 
study (%) 

MYCUV-IIT02 
N (%) 

Hordeolum  1 (0,6) 

Metamorphopsia  1 (0,6) 

Blepharitis / Konjuntivitis  7 (4,1) 

Hyposphagma  1 (0,6) 

Photophobia  2 (1,2) 

Cataract  1 (0,6) 

Epiretinal Gliosis  1 (0,6) 

Sicca  3 (1,8) 

Macular edema  3 (1,8) 

other  4 (2,4) 

 

Other AE descriptions found in different organ systems: 

 
Previous 
study (%) 

MYCUV-IIT02 
N (%) 

Parodonditis  1 (0,6) 

Diabetes manifestation  2 (1,2) 

Arthralgia  6 (3,5) 

Insomnia 23.5 3 (1,8) 

Postoperative Pain 23.9 0 

Alopecia  4 (2,4) 

Muscle cramps / pain  7 (4,1) 

Skin alterations  9 (5,3) 

Vertigo  5 (2,9) 

Urolithiasis  1 (0,6) 

Alleries  2 (1,2) 

Loss of appetite  3 (1,8) 



Safety report: 30.06.2016 

CPCS  Seite 15 von 15 

Venous insufficiency  3 (1,8) 

Hypertension  1 (0,6) 

Headache  8 (4,7) 

Cardiac arrhythmia  2 (1,2) 

Depression or fatigue  10 (5,9) 

Mood disorder  4 (2,4) 

disorientation  1 (0,6) 

Cysts  1 (0,6) 

other  5 (2,9) 

 

 
 
Out of the 170 reported AEs in 44 patients, 103 AEs seemed to be suspected to have a 
relationship to the study medication, 86 AEs seemed probably or possably related to the 
study medication. All AE descriptions are well known side effect of Myfortic and because 
patients completely recovered under study medication, no further action was taken.  

 

4.0 APPRAISAL OF THE RISK-TO-BENEFIT RATIO  

There is no change in the risk-to benefit ratio to the MYCUV-IIT02 trial. 

 
 
 
5.0 RECENT INFORMATION BY THE MANUFACTURER OF CELLCEPT 

 

Recently, the manufacturer of CellCept® informed the regulatory and health authorities about 
the risk of hypogammaglobulinemia and bronchiectasia if Mycophenolatmofetil is combined 
with other immunosuppressants. This is based on observations in recent clinical trials and 
case reports. 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
Date: 30.06.2016 
PD Dr. med. Christoph Deuter 
Coordinating Investigator 


