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EDITORIAL

Biologic therapies for systemic autoimmune diseases.  

Are expectations met?

L. Pallarés Ferreresa and M. Ramos-Casals,b on behalf of the Grupo de Enfermedades 
Autoinmunes Sistémicas (GEAS [working group for systemic autoimmune diseases]), 
which is part of the Sociedad Española de Medicina Interna (SEMI [Spanish Internal 
Medicine Society]) and the GEAS biological therapies register (BIOGEAS register)
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Syst emic aut oimmune diseases (SAD) covers a group of 
disorders including t he previously named “ col lagenosis, ”  
vascul i t is,  ant iphosphol ipid syndrome,  and a ser ies of 
processes wit h an ant i-inf lammatory base,  which are not  
always well-defined. The aet iology of all of these disorders 
is mult iple and is related to a combinat ion of  determining 
genet ic factors,  environmental factors,  hormonal factors 
and the presence of ant igenic st ructures, which are possibly 
linked to infect ive agents. The format ion of autoant ibodies 
plays a predominant  role in t he pat hogenesis of  some of 
these pathologies, while in others inf lammatory molecules 
are involved, such as the tumour necrosis factor (TNF) and 
ot her  cyt okines and soluble mediat ors.  Al t hough t he 
int roduct ion in t he middle of  t he last  cent ury,  f i rst  of 
cort icosteroids and subsequent ly immunosuppressive drugs, 
has changed the evolut ion and prognosis of these diseases, 
not  all pat ients benefit  f rom these t reatments. On the one 
hand,  a signif icant  proport ion of  pat ient s present  lack of 
response or part ial or incomplete response, despite start ing 
t reat ment  wi t h t he drugs and t hei r  proper associat ed 
t reatments. However, in other pat ients, the disease cannot  
be cont rolled using normal doses of these drugs, either due 
t o t he appearance of  adverse ef f ect s or  because t hey 
require higher doses during an excessively prolonged period. 
As a result , it  is not  uncommon in clinical pract ice to have a 
pat ient  in which t he t radit ional t herapeut ic measures do 
not  work or cannot  be appl ied.  Biological  t herapies are 
therapies aimed at  biological targets and are based on the 
exogenous administ rat ion of  several  t ypes of  synt het ic 

molecules relat ed t o t he immune response (ant ibodies, 
soluble receptors, cytokines, or cytokine antagonists).  The 
t herapeut ic indicat ions current ly approved for t he use of 
biological  t herapies f ocus on rheumat ic diseases and 
inf lammatory diseases of the digest ive system and the skin. 
In SAD t heir indicat ion is rest rict ed t o cl inical  t r ials and 
refractory cases of  convent ional t reatment ,  t he so-called 
compassionate use. Even so, the use of biological therapies 
in SAD has grown in recent  years due to the observat ion of a 
good response in certain pat ients and since these therapies 
have been suggested as an alternat ive t reatment  in certain 
cl inical sit uat ions.  However,  it  is important  t o remember 
their use is associated with pat ients who have been selected 
due t o a poor  r esponse t o convent i onal  t r eat ment  
(compassionate use) and they are only used in a very small 
number of cases. Therefore, to accumulate experience and 
knowledge in t he use of  t hese t herapies in SAD,  i t  i s 
important  to record each and every pat ient  receiving these 
t reatments in the dif ferent  hospitals.

For t his purpose,  at  t he st art  of  2006 a regist er was 
designed f or  pat i ent s wi t h SAD recei vi ng biol ogi cal 
t reat ment .  This is cal led t he BIOGEAS regist er  (www.
biogeas.org) and a total of  25 GEAS members represent ing 
19 hospitals in Spain collaborate in this proj ect . This proj ect  
has managed to record almost  300 pat ient s wit h SAD who 
have received one or several biological therapies, and has 
facil i t at ed very accurat e informat ion on t he reasons and 
cl inical  circumst ances t hat  inf luence t he decision t o use 
these therapies. It  also provides informat ion on the doses, 
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responses obtained and the associated secondary ef fects. 
Although experience of 15 dif ferent  t ypes of SAD has been 
accumulat ed,  80% of  t he cases include pat ient s wi t h 
systemic lupus erythematosus, Sj ögren’s syndrome, systemic 
vasculit is, inf lammatory myopathies, and Behçet  disease. In 
75% of  cases a f avourable response was obt ained,  and 
rituximab (ant i-CD20 therapy) was the most  frequent ly used 
drug,  fol lowed by ant i-TNF therapies.  As is t he case wit h 
convent ional  t herapies,  a percent age of  pat ient s do not  
respond,  or do not  respond completely.  In 10% of  cases a 
f avourable response was not  obt ained wi t h t he ini t ial 
biological  t herapy and t his was t herefore replaced by a 
second drug.  In t he maj orit y of  t hese cases,  t he response 
was also favourable. With respect  to adverse effects, these 
were observed in 16% of  cases,  in part icular infect ions, 
although in some cases it  was not  possible to determine with 
any cert aint y t hat  t hese were direct ly relat ed wit h t he 
administ rat ion of the biological therapy.

An undesirable effect  which requires part icular at tent ion 
i n rel at i on t o t he use of  biol ogi cal  t herapies i s t he 
development  of  cl ini cal  changes compat ible wi t h an 
autoimmune disease, which could complicate mat ters and 
lead to errors and diagnost ic confusion.  On reviewing the 
literature, more than 240 cases of pat ients who developed 
clinical and/ or laboratory alterat ions that  were compat ible 
wit h a SAD on receiving biological  t herapy were found;  
the maj orit y of cases were lupus and vasculit is.  As was the 
case wi t h t he i nt r oduct i on of  cor t i cost er oi ds and 
immunosuppressive drugs,  expect at ions of  biological 
t herapies for the t reatment  and cont rol of  SAD have been 
high, with an init ial phase of contained euphoria. The results 
obtained from the BIOGEAS register, although observat ional 
and for pat ients with a poorer clinical picture having failed 
wi t h convent i onal  t herapi es,  al l ow us t o mai nt ai n 
expectat ions for future therapies. This is indeed the case, 
wit hout  losing sight  of  t he fact  t hat  t hey do produce t he 
same pat t erns as t hose al ready seen wit h convent ional 
t reat ment s,  t hat  is,  t hat  t here is a high percent age of 
pat ients who fail and do not  respond to these therapies and 
t hey are not  exempt  f rom t he associat ed secondary 
effects.

There i s st i l l  a l ot  t o be done,  st ar t i ng wi t h t he 
est abl ishment  of  SAD as one of  t he indicat ions of  t hese 
therapies, therefore reducing the gradual increase in their 
compassionate use. A proper role for these therapies in the 
t herapeut ic st rat egies relat ed t o t hese diseases must  be 
determined, along with their indicat ions. We must  also stop 
administ er ing such t herapies t o pat ient s who fai l  wi t h 
convent ional t reatment  only (compassionate use),  which 
may reduce or hide t heir t rue pot ent ial .  Nor is i t  clear 
whether these therapies should replace base t reatment  or 
whether t hey should be used as a specif ic supplement  t o 
said t reat ment  and,  t herefore,  whet her t hey should be 
administered in conj unct ion with these. Nor do we have a 
response to the eternal quest ions asked by those who t reat  
such pat ient s,  such as:  how long should t reat ment  be 
maintained? Or at  what  point  can we stop t reatment? The 
answers are not  known wi t h respect  t o convent ional 
t reatment , and even less so for these new therapies.

To be able to respond to all these quest ions, we have to 
cont inue t o accumulate real experience,  as has been t he 
case for the last  3 years, with the inclusion of these pat ients 

in a general nat ional mult icent re register (BIOGEAS register). 
It  is only in this way that  we can be sure that  we are working 
on what  occurs on a day t o day basis in real-l i fe cl inical 
pract ice,  wit hout  t he communicat ion errors t hat  always 
accompany the publicat ion of results of specif ic cases, and 
we await  cont rol led and wel l -designed st udies t hat  help 
define the role that  these promising therapies could have on 
improving t he qual it y of  l i fe and t he survival  of  pat ient s 
with SAD.
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