
 

 
 

Part  VI : Sum m ary of the r isk m anagem ent  plan     

Sum mary of r isk management  plan for ERYTHROMYCI NE 
PANPHARMA, powder for solut ion for infusion 
(ERYTHROMYCI NE)  
 

This is a sum m ary of the r isk m anagem ent  plan (RMP)  for Erythrom ycine panpharm a, powder for  solut ion 

for infusion. The RMP details im portant  r isks of Erythrom ycine panpharm a, powder for solut ion for 

infusion, how these r isks can be m inim ised, and how m ore inform at ion will be obtained about  

Erythrom ycine panpharm a, powder for solut ion for infusion's r isks and uncertaint ies (m issing 

inform at ion) . 

Erythrom ycine panpharm a, powder for  solut ion for infusion's sum m ary of product  character ist ics (Sm PC)  

and it s package leaflet  give essent ial inform at ion to healthcare professionals and pat ients on how 

Erythrom ycine panpharm a, powder for solut ion for infusion should be used.  

 

I .  The m edicine and w hat  it  is used for  

Erythrom ycine panpharm a, powder for solut ion for infusion is authorised for t reatm ent  of appropriately 

diagnosed bacterial infect ions in adults and children caused by suscept ible st rains of organism s when 

oral adm inist rat ion is not  possible or insufficient . I t  is also indicated for the t reatm ent  of infect ions in 

pat ients with hypersensit ivit y to beta- lactam s or when beta- lactam s are not  appropriate for other 

reasons (see Sm PC for the full indicat ion) .  

I t  contains erythrom ycin as the act ive substance and it  is given by int ravenous infusion.  

 

I I .  Risks associated w ith the m edicine and act ivit ies to  
m inim ise or fur ther character ise the r isks  

Im portant  r isks of Erythrom ycine panpharm a, powder for solut ion for infusion, together with m easures 

to m inim ise such r isks and the proposed studies for learning m ore about  Erythrom ycine panpharm a, 

powder for solut ion for infusion's r isks, are out lined below. 

Measures to m inim ise the r isks ident ified for m edicinal products can be:  

• Specific inform at ion, such as warnings, precaut ions, and advice on correct  use, in the package 

leaflet  and Sm PC addressed to pat ients and healthcare professionals;  

• Im portant  advice on the m edicine’s packaging;  

• The authorised pack size — the am ount  of m edicine in a pack is chosen so to ensure that  the 

m edicine is used correct ly;  

• The m edicine’s legal status — the way a m edicine is supplied to the pat ient  (e.g. with or without  

prescript ion)  can help to m inim ise it s r isks. 

Together, these m easures const itute rout ine r isk m inim isat ion m easures. 

 



 

 
 

I f im portant  inform at ion that  m ay affect  the safe use of Erythrom ycine panpharm a, powder for solut ion 

for infusion is not  yet  available, it  is listed under ‘m issing inform at ion’ below. 

I I .A List  of im por tant  r isks and m issing inform at ion  

Im portant  r isks of Erythrom ycine panpharm a, powder for solut ion for infusion are r isks that  need special 

r isk m anagem ent  act ivit ies to further invest igate or m inim ise the r isk, so that  the m edicinal product  can 

be safely adm inistered. I m portant  r isks can be regarded as ident ified or potent ial. I dent ified r isks are 

concerns for  which there is sufficient  proof of a link with the use of Erythrom ycine panpharm a, powder 

for solut ion for infusion. Potent ial r isks are concerns for which an associat ion with the use of this m edicine 

is possible based on available data, but  this associat ion has not  been established yet  and needs further  

evaluat ion. Missing informat ion refers to inform at ion on the safety of the m edicinal product  that  is 

current ly m issing and needs to be collected (e.g. on the long- term  use of the m edicine) ;  

 

List  of  im portant  r isks and m issing inform at ion   

Im portant  ident ified r isks -  Long QT syndrom e 
-  Severe skin react ions 
-  Hepatobiliary disorders 
-  Pseudom em branous colit is 
-  I nfant ile Hypert rophic Pylor ic Stenosis ( IHPS)  
-  Superinfect ions 

Im portant  potent ial risks -  Exacerbat ion of m yasthenia gravis 
-  Cardiovascular m alform at ions in newborns 

Missing inform at ion -  None 

I I .B Sum m ary of im por tant  r isks  

Long QT syndrom e  

Evidence for linking the r isk 

to the m edicine 

 

According to internat ional literature post -m arket ing experience 

and Sm PC, long QT Syndrom e could occur when product  is 

adm inistered quickly, when product  is adm inistered concom itant ly 

with other products (described in Sm PC sect ion 4.5) . This is a r isk 

deeply docum ented in the Sm PC sect ions 4.2, 4.3, 4.4, 4.5, 4.8 

and 4.9.  

Risk factors and r isk groups 

 

Pat ients with underlying heart  diseases, congenital long QT 

syndrom e, m etabolic derangem ent  and pat ients t reated 

concom itant ly with m edicinal products that  m ay prolong the QT 

interval such as terfenadine, astem izole, cisapride, ant iarrhym ics 

class IA (quinidine, dysopyram ide)  and I I I , certains neurolept ics 

(pim ozide) , t r i-and tet ra cyclic ant idepressants, arsenic t r ioxide, 

m ethadone, certain fluoroquinolones, im idazole ant ifungal and 

ant im alarial such as I V pentam idine. 

Risk  m inim isat ion measures Rout ine r isk  m inim isat ion m easures:  

- Sm PC sect ion 4.2 Posology and m ethod of adm inist rat ion, 

- Sm PC Sect ion 4.3 Cont raindicat ions;  



 

 
 

  

 

Severe  sk in react ions  

Evidence for linking the r isk 

to the m edicine 

 

Severe, life- threatening allergic react ions m ay occur during the 
t reatment  with erythrom ycin such as serious skin condit ions like 
urt icarial, erythem a m ult iform  exudat ivum, Stevens-Johnson 
syndrom e or toxic epidermal necrolysis.  

Stevens-Johnson syndrom e typically involves the skin and the 
m ucous m em branes. Although several classificat ion schem es have 
been reported, the sim plest  classificat ion breaks the disease down 
as follows (French LE et  al, 2006) :  

- Stevens-Johnson syndrom e:  A m inor form  of toxic 
epiderm al necrolysis, with less than 10%  body surface area 
(BSA)  detachm ent ,  

- Overlapping Stevens-Johnson syndrom e/ toxic epiderm al 
necrolysis:  Detachm ent  of 10-30%  of the BSA, 

- Toxic epiderm al necrolysis:  Detachm ent  of m ore than 30%  
of the BSA. 

Toxic epiderm al necrolysis is a potent ially life- threatening 
derm atologic disorder character ized by widespread erythem a, 
necrosis, and bullous detachm ent  of the epiderm is and m ucous 
m em branes, result ing in exfoliat ion and possible sepsis and/ or 
death. Furtherm ore, m ucous m em brane involvem ent  can result  in 
gast rointest inal haem orrhage, respiratory failure, ocular 
abnorm alit ies, and genitourinary com plicat ions. 

Erythem a m ult iform e is usually m ild (erythem a m ult iform e m inor)  

– with only a few spots, causing lit t le t rouble and clearing up 

quickly – but  there is also a rare but  m uch m ore severe type 

(erythem a m ult iform e m ajor/ bullous erythem a m ult iform e)  that  

can be life threatening with involvem ent  of the m ucus 

m em branes inside the m outh, in the genital area, and on the 

conjunct iva of the eyes.  

Risk factors and r isk groups 

 

Risk groups or r isk factors (TEN) :  
- Pat ients over 40 years 
- Wom en 
- Pat ients with HIV ( regarding the r isk of TEN)  

Risk groups or r isk factors (erythem a m ult iform e) :  

- Sm PC Sect ion 4.4 Special warning and precaut ions of use;  

- Sm PC Sect ion 4.5 I nteract ion with other m edicinal products 

and other form s of interact ions;  

- Sm PC Sect ion 4.8 Undesirable effects. 

- PIL Sect ion 2 and sect ion 4. 

Addit ional r isk  m inim isat ion m easures:  

Not  applicable. 



 

 
 

Severe  sk in react ions  

- Pat ients 20-40 years of age,  

Pat ients with herpes sim plex virus (HSV) , Epstein-Barr virus 

(EBV) , and histoplasm osis. 

Risk  m inim isat ion measures Rout ine r isk  m inim isat ion m easures:  

- Sm PC Sect ion 4.3 Cont raindicat ions, 

- Sm PC Sect ion 4.4 Special warnings and precaut ions for use, 

- Sm PC Sect ion 4.8 Undesirable effects. 

- PIL Sect ion 2 and sect ion 4. 

Addit ional r isk  m inim isat ion m easures:  

None. 

 

 

Hepatobiliary disorders  

Evidence for linking the r isk 

to the m edicine 

 

Most  cases of erythrom ycin induced liver disease are m ild and 

self- lim it ing;  however, very rare instances of severe acute hepat ic 

injury leading to acute liver failure and need for t ransplantat ion or 

death have been described.  Furtherm ore, isolated exam ples of 

prolonged cholestasis with vanishing bile duct  syndrom e have 

been reported (NIDDK, 2018) . 

Risk factors and r isk groups 

 

- Pat ients with long term  t reatm ent  (2-3 weeks)  or repeat  
t reatment , 

- Pat ients with pre-exist ing liver dam age  

- Overdose of erythrom ycin 

Risk  m inim isat ion measures Rout ine r isk  m inim isat ion m easures:  

- Sm PC 4.8 Undesirable effects 

- Sm PC4.9 Overdose 

- PIL Sect ion 4 

Addit ional r isk  m inim isat ion m easures:  

None. 

 

Pseudom em branous colit is  

Evidence for linking the r isk 

to the m edicine 

 

Potent ial com plicat ions of pseudom em branous colit is are sept ic 

shock and toxic m egacolon (m assive dilat ion of the colon)  which 

can lead to colic perforat ion and require a colectom y. 

Furtherm ore, the m ost  severe form s of the colit is of the ant ibiot ic 



 

 
 

Pseudom em branous colit is  

t reatment  are due to Clost r idium  difficile and are associated with 

a not  insignificant  m ortality.  

Risk factors and r isk groups 

 

- I ncreasing age, especially over 65 years 
- Pat ients with a weakened im m une system  or using m edicines 

that  weaken the im m une system  (such as chem otherapy)  
- History of inflam m atory bowel disease (ulcerat ive colit is and 

Crohn's disease, colorectal cancer)  
- History of pseudom em branous colit is  
- Undergoing intest inal surgery or recent  surgery 
- Hospital stay or a nursing hom e (part icular ly sharing a hospital 

room  with an infected pat ient , intensive care unit  st ays, and 
prolonged hospital stays)  

Concom itant  t reatm ent  with m edicinal products that  inhibit  

peristalsis 

Risk  m inim isat ion measures Rout ine r isk  m inim isat ion m easures:  

- Sm PC 4.4 Special warnings and precaut ions for use, 

- Sm PC 4.8 Undesirable effects. 

- PIL Sect ion 4. 

Addit ional r isk  m inim isat ion m easures:  

None. 

 

I nfant ile  Hypert rophic Pylor ic Stenosis ( I HPS)  

Evidence for linking the r isk 

to the m edicine 

 

IHPS is characterised by hypert rophy of the pylorus result ing in 

gast r ic out let  obst ruct ion, leading to the infant  present ing with 

project ile vom it ing and severe dehydrat ion (Murchison et  al., 

2016) . 

Risk factors and r isk groups 

 

Although genet ics (Krogh et  al., 2010)  and m ale sex (McMahon B 
et  al., 2010)  have been ident ified as r isk factors, the aet iology of 
IHPS is largely unknown.  

Several studies have ident ified a st rong relat ionship between 

exposure to erythrom ycin and developm ent  of IHPS (Maheshwai 

N et  al., 2007)  —with som e studies ident ifying an eight  to tenfold 

increase in r isk of developing I HPS when erythrom ycin was 

adm inistered in the first  2 weeks of life (Mavrom at i T et  al., 

1995) . 

Risk  m inim isat ion measures Rout ine r isk  m inim isat ion m easures:  

- Sm PC Sect ion 4.4 Special warning and precaut ions of use;  

- Sm PC Sect ion 4.8 Undesirable effects. 

- PIL Sect ion 2 and sect ion 4. 

Addit ional r isk  m inim isat ion m easures:  



 

 
 

I nfant ile  Hypert rophic Pylor ic Stenosis ( I HPS)  

None. 

 

Super infect ions  

Evidence for linking the r isk 

to the m edicine 

A resistance to ant ibiot ic t reatm ents can lead to the development  
of m ult i-drug resistant  bacteria, drug inefficacy and worsening of 
sym ptom s of diseases. 

Without  effect ive ant im icrobials for prevent ion and t reatm ent  of 

infect ions, m edical procedures such as organ t ransplantat ion, 

cancer chem otherapy, diabetes m anagem ent  and m ajor surgery 

( for exam ple, caesarean sect ions or hip replacem ents)  becom e 

very high r isk (WHO, 2018) . 

Risk factors and r isk groups 

 

Superinfect ion m ay occur with prolonged use, giving r ise to 

overgrowth of non-suscept ible organism s. 

Risk  m inim isat ion measures Rout ine r isk  m inim isat ion m easures:  

- Sm PC 4.4 Special warnings and precaut ions for use 

- Sm PC 4.8 Undesirable effects 

- Sm PC 5.1 Pharm acodynam ic propert ies 

- PIL Sect ion 4. 

Addit ional r isk  m inim isat ion m easures:  

None. 

 

Exacerbat ion of m yasthenia gravis  

Evidence for linking the r isk 

to the m edicine 

 

Myasthenia gravis is classified as a neurom uscular disorder that  
the abnorm al weakness of certain m uscles is the m ain clinical 
m anifestat ion. This problem  can be seen worldwide and is an 
im portant  problem  in clinical neurology. Myasthenia gravis is a 
disorder present ing with the weakness of m uscle and it  can be 
problem at ic for norm al life of the pat ient . I n the m ost  severe case, 
the pat ient  m ight  have respiratory failure and there is a need for 
intubat ion. Mechanical vent ilat ion m ay be required (Yasri S et  al.,  
2017) . 

The use of ant ibiot ic in the pat ient  with m yasthenia gravis has to 
be carefully m onitored (Eym ard B, 2014) . Bhat tacharyya et  al.  
(2014)  noted that  exacerbat ion of MG is an im portant  ant ibiot ic-
induced neurotoxicit y. The condit ion can be serious and fatal if 
there is a delayed diagnosis.  

Erythrom ycin can exacerbate the sym ptom s of m yasthenia gravis 

which m ay result  in life threatening weakness of respiratory 

m uscles. 



 

 
 

Exacerbat ion of m yasthenia gravis  

Risk factors and r isk groups Pat ients with m yasthenia gravis 

Risk  m inim isat ion measures Rout ine r isk  m inim isat ion m easures:  

- Sm PC 4.4 Special warnings and precaut ion for use 

- Sm PC 4.8 Undesirable effects 

- PIL Sect ion 2 and sect ion 4. 

Addit ional r isk  m inim isat ion m easures:  

None. 

 

Cardiovascular  m alform at ions  in new borns  

Evidence for linking the r isk 

to the m edicine 

 

There are no anim al reproduct ive toxicology studies with 
erythrom ycin available, but  studies with other m acrolides, that  
sim ilar to erythrom ycin are potent  hERG-channels blockers, have 
shown em bryonic death and m alform at ions ( including 
cardiovascular defects and cleft  palate) . Mechanist ic studies have 
shown that  substances blocking the hERG-channel cause 
cardiovascular defects and em bryonic death by inducing 
arrhythm ia in the foetus. 

Observat ional studies in people reported cardiovascular 

abnorm alit ies, when pregnant  wom en took drugs containing 

erythrom ycin during early pregnancy. However the r isks associated 

with this phenom enon have not  been clearly established. 

Risk factors and r isk groups Foetus 

Risk  m inim isat ion measures Rout ine r isk  m inim isat ion m easures:  

- Sm PC sect ion 4.6 Fert ilit y, pregnancy and lactat ion 

- PIL Sect ion 2. 

Addit ional r isk  m inim isat ion m easures:  

None. 

 

 

I I .C Post - author isat ion developm ent  plan  

I I .C.1  Studies w hich are condit ions of the m arket ing author isat ion  

There are no studies which are condit ions of the m arket ing authorisat ion or specific obligat ion of 

Erythrom ycine Panpharm a. 

I I .C.2  Other  s tudies in  post - author isat ion developm ent  plan  

Not  applicable. 


