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Background: Nowadays, there is a clear need tor new viable therapeutic options to face complex perianal Crohn's disease (PCD). Results of our 
previous pilot study demonstrated the efficacy and safety of locai injection of autologous microfragmented adipose tissue (MFat) in this setting. 
This study aims to evaluate the long-term tollow-up results in the same cohort of patients. 
Methods: Data on clinica! and radiologica! remission and surgical recurrence rates were prospectively collected on the 15 patients with complex 
fistulizing PCD refractory to combined bio-surgical therapy, originally treated with locai MFat injection, with a mean 6.7 years tollow-up. 
Results: In our previous study, at 24-week tollow-up, combined remission was reported in 66.7% of patients, while clinica! remission was 
achieved in 93% of cases. A t  a 6. 7-year tollow-up, 9 of the 10 healed patients maintained remission. The patient with recurrence was success-
fully reoperated. Three out of 5 patients who failed primary combined remission were retreated, with 2 obtaining combined remission and 1 
failing. One patient refused any subsequent treatment due to good quality of lite. The last patient presented delayed healing at a 1-year follow-up. 
Overall success rate alter rescue therapy at the final tollow-up reached 86.6%. Safety was maintained throughout ali follow-up periods. 
Conclusions: This is the longest tollow-up published trial on MFat injection tor PCD. Our results show that patients who achieved closure in the 
first 24 weeks sustained response at long-term evaluation. In addition, there may be a rationale in repeating treatment as rescue therapy in not 
responding to patients. 

Lay Summary 
Perianal Crohn's disease remains highly debilitating. New regenerative medicine treatments have shown conflicting results tor patients resistant 
to conventional therapies. Our study with the combination of microfragmented adipose tissue injection and surgical drainage of sepsis, confirms 
the long-term safety and efficacy of this novel therapy. 
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lntroduction 
Perianal Crohn's Disease (PCD) is a disabling condition 
burdened by signifìcant morbidity, crushing impact on 
patients' quality o f  life, and signifìcantly high direct and in-
direct costs. Although the therapeutic armamentarium has 
considerably grown in the last decades, complex fìstulizing 
disease stili represents a challenge for gastroenterologists and 
surgeons. 1 

Nowadays, although there is no treatment defìnitely proved 
to be the gold standard, bio-surgical approach represents the 
main trend emerging from the literature as the most accepted 
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therapeutic strategy in severe P C D .  Indeed, since the intro-
duction o f  anti-TNF-alpha agents changed the treatment al-
gorithm from simple contrai o f  sepsis to complete closure o f  
fìstulas, systemic, or locai administration o f  biologica! therapy 
combined with surgical sepsis contrai is considered the fìrst-
line treatment for complex P C D ,  as recommended in many 
recent international guidelines. 2•3 However, probably due to 
the wide heterogeneity o f  clinica! pictures and to the lack o f  
standardized treatment algorithms, data from literature show 
success rates widely ranging from 0 %  to 99%.4•5 In addition, 
over 60% o f  healed patients present with relapse after 1 year.6•7 

© The Author(s) 2024. Published by Oxford University Press on behalf of Crohn's & Colitis Foundation. Ali rights reserved. For commerciai re-use, please 
contact reprinrs@oup.com for reprints and translation rights for reprints. AII other permissions can be obtained through our RightsLink service via the 
Permissions link on rhe arride page on our site-for further informarion please conract journals.permissions@oup.com. 

o o 
:E ::, 
o !ll a,
(I) a, a
3 
:,-
:::i: "O (/) 
g: 
(") !ll a, 
(I) 
3 
o' 
o e "O 
8 

o' 
.9, o 
: : ,!ll 
cii' a,< !ll ::, 
(") 
(I) 

d, 
;:i. o· m a: o 

!'=' 
o <O 
( . ù  

a, 
  !ll 
(I) 
N o:, 
( . ù  
::;i <O 
..... 
i ..... 
O" '< 
CD 
  o· ro 
9: 
:::!l 
o 
(/) o 
:::!l !ll 
e 
(/) 

o ::, 
o 
o 
(I) 
(") 
(I) 
3 O" 

N 
o 
N 
.i,. 




















