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Basic fi b r o b l ast g r o w t h f act o r as a r e sp o nse p ar am e t e r t o infl ix im ab

in fi st u l iz ing C r o h n’ s d ise ase
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SUMMARY

Back g r o u nd GIH�J K�L9M�K�N O�PRQ�S LRM3TUQWVYX O Z[Q\M LRP�]�N O3^_O�`aJ bc]�M LdQWe
O�`)QfLRM�N ghJ `jiW]�O QWV)Mlk3]�Vm^�PRJ M N M�S J ZDO�Nn] LRM�Z[g[PRPRgDPoPRp)ZDVjO�P
TUM�p�`)qrV)g[O N J `�SIO `)qsQ\J PRPRp)gtLRg[]�O J L �l� gt] LRg.u#J M p)PRN ^vPRV)MlTUg[q
Q\V�O�Q�K O�PRJ Zxw�K�LRM K�N O�PRQ�S�LRMlTUQWVaX O�ZDQ\M�L�J P�O�Z[QWJ u#g[N ^yJ `zu�M�N u#g[q
J `vJ `){ O�bcbcO Q\M L|^}K�M3TUg[N-q�J PRg[O�PRgI]�LRM�Z[g[PRPRg[P �)~ `vQWV)gI]�LRg[PRg[`)Q
LdgDQ\LRM�PR] gDZ[Q\J u#g}PRQ\p�q3^ 	 TUg�O�PRPRg[PRPRg[qvTUV)gDQWV)g[L'PRg[LRp�b�K O�PRJ Z
w�K�LRM K�N O�PRQ�S�LRM3TUQWV�X O�Z[QWM�L�N g.u#gDN PhJ ` � LRM V)`)� P�q�J PRg[O�PRg
]�O�QWJ g[`�QWP�LRg[{�g[Z[QvQ\V�gaLdgDPd] M `)PRgaQ\MfO�`�Q\J eWQ\p#bcM�p)L�`)g[ZDLRM�PRJ P
X O�Z[QWM�LRe a O `)QWJ K�M ql^�J `){ J �#J bcO�K'QWLRg[O QWbcg[`)Q �
A im and m e t h o d s G $ g[LRp)b�PRO�bc] N g[P 	 K J M�] PdJ g[PsO�`�q�]�O�QWJ g[`)Q
q�O�QWO�X LRM�b�O�PRp)K S�LRM�p)]�M�X�] O�QWJ g[`)QWP�J `�Z[N p�q g[q�J `�Q TUM
]�N O Z[gDK�M�eWZ[M�`)QWLRM N N g[q�QWLdJ O N P�TUg[LRg'p)PRgDq � H J PRQWp�N J �zJ `�S � LdM V�`)� P
q�J PRg[O PRgs]�O Q\J g[`)Q�P�i n ¼ ���zk�TUg[LRgsO�q bcJ `)J PRQ\g[LRg[qU]�N O�ZDg[K�M'M L
J `){ J ��J b'O�K�J `)QWLdOlu#gD`)M�p�PRN ^nQWV)LRg[gcQWJ b'g[PIO `)qvg.u�O�N p�O�QWg[qvX M�L
LRg[Pd] M `)PRg'p)]}QWMa�z��TUg[g[� P ��� J M�]�PRJ g[PsX LRM�b�O}Pdp�K�S�LRM�p#]�M�X
]�O�QWJ g[`�QWP�TUg[LdgcPdQWO�J `)g[q�X M�LIK�O�PRJ Z�w�K LdM K N O�PRQ�S�LRM3TxQWV�X O�Z[QWM�L
p)PRJ `�S�J `)q J LRg[Z[QnJ bcbcp�`)M�V�J PRQWM�Z[V)gDbcJ PRQ\L|^ �"~ `�Q\V�g�O Z[Q\J u#g� LRM�V)`�� Psq�J PRgDO�PRg'QWLRJ O N 	 ] O�QWJ g[`)QWP�i n ¼ ���zk�LRg[Z[gDJ u�g[q}g[J QWV)g[L
]�N O Z[gDK�M_M�L"J `�{ J �#J bcO�KfM�`)Z[g 	 O `)q_q�J PRg[O�PRgaO�Z[QWJ u�J Q ^�O `)q
PRg[Ldp�b�K�O�PRJ Z�w�K�LRM K�N O�PRQrS LRM3TxQ\V�X O�Z[QWM�L�TUg[LRg�O�PRPRg[PRPRg[q�O Q
TUg[g[� Pt�}O�`�q'� �
Re su l t s G � O�PRJ Z}w K�LRM�K�N O PRQsS�LRMlTUQWV_X O Z[QWM�LUN g.u�gDN PUO�Q�J `)Z[N p)e
PRJ M�`'TUg[LRg�Z[M�bc]�O LRO�K N g�J `�QWV)g�w PRQ\p�N J �zJ `)S � LRM�V�`�� P�q�J PRg[O�PRg
]�O�QWJ g[`�QWP�LRg[S�O LRq�N g[PRP�M X[TUV)gDQWV)g[L�QWV)g�w�PRQWp)N O P�q�J q�M�L�q�J q�`)M�Q
LRg[Pd] M `)q�M L�Z[M�bc]�N g[QWg[N ^�V�g[O N�iWbcg[q�J O�`�LRO�`�S�g[G�� � ���

�z� �   ]�S�¡Rb � k ��� Q�Q\V�g}g[`)qnM�X�X M�N N M3TUeWp)]nK�O�PRJ Z}w K�LRM K�N O�PRQ
S�LRM3TxQWV¢X O�Z[QWM�L�N g.u#gDN PfTUg[LRg�N M3TUg[L�J `¢] O�QWJ g[`)QWPfTUV)M
LRg[PR] M�`)q g[qYiW� � �"]�S�¡Rb � 	

P ¼ � � �   k"M�L�TUV)M}TUg[LRg�Z[M�bce
]�N g[QWg[N ^}V�g[O�N g[qci\� � �"]�S�¡Rb ��	

P ¼ � � ���)�mk�TUV)g[`�Z[M�b']�O�LRg[q
TUJ QWVf]�O�QWJ g[`)Q�P'q J qn`)M�Q�LRg[PR] M�`�q�¡RV)g[O�N�i3�m� � £ ]�S�¡Rb � k 	 QWV)g
N O Q\Q�g[Lt`�M�Q�PRJ S�`�J w Z[O `)QWN ^¤J `�Z[LRg[O�P9g[q'X LRM b�K�O�PRg[N J `�g �#� g[ZDLRg[O�e
PRg[PCJ `cQ\V�g�]�g[LRJ O `)O Nmq�J PRgDO�PRg�O�Z[QWJ u#J Q ^UJ `�q�g.�UO�`)q�M ]�g[`�w PRQ\p�N O
PRZ[M�L9g[P�O�QcQWV)g�g[`)qyM�XsQ\V�g¤X M�N N MlTUe\p�]"TUg[LRg�PRJ S�`�J w�ZDO `)QWN ^
Z[M�LRL9g[N O Q\g[q�TUJ QWV¤QWV)gcq�g[Z[L9g[O�PRg�J `�K�O�PRJ Z�w K�LRM K�N O PRQ�S�LRM3TUQWV
X O Z[QWM�L�i R ¼ � � ���z¥ P ¼ � � ���z�¦O�`)q R ¼ � � �)£ ¥ P ¼

� � �)�)§ 	 LRg[PR]�g[Z[QWJ u#g[N ^�k �y~ bcbcp�`)M�V�J PRQ\M N M�S J Z[O Nyg.u#O N p)O Q\J M�`
O�N PRMxPRV)MlTUg[qvOxQWLRg[`�qxQWM3TUO LRq�P�q g[Z[LRg[O�P9g[qxK�O PdJ Z�w�K�LRM K�N O�PRQ
S�LRM3TxQWV�X O�Z[QWM Lrg.�#] Ldg[PRPRJ M�`¨J `¨J `�Q\g[PRQWJ `�O�N©K�J M ] PRJ g[PrM X�QWV)gDPdg
]�O�QWJ g[`�Q\P �c( O�QWJ g[`�Q\PxTUJ Q\V�O�Z[QWJ u#gyq�J Pdg[O PRg 	 J � g � O � LRM�V�`)� P
q�J PRg[O PdgYO�Z[QWJ u#J Q ^�J `)q g.� ‡ �)�)��Z[M�b'K�J `)g[q&X LRM�b�QWV)gYQ TUM
PRQ\p�q J g[P 	 TUg[LRg�X M p)`)qxQWMxV)O3u�g�PRJ S�`�J w�Z[O `)QWN ^�i P ¼ � � ���)�   k
N MlTUg[L�K O�PRgDN J `)gaPRg[LRp�bªK O�PRJ ZYw�K LRM�K�N O PRQxS LdMlTUQWV�X O�Z[QWM�LRP
N g.u�gDN PvQWV)O `&QWV)M PRg'TUJ Q\V�J `)O Z[Q\J u#g¤q�J PdgDO�PRg¤i £�� � u#P � �z� � �
]�S�¡Rb � 	 LRg[PR]�g[Z[QWJ u#g[N ^�k ��* LRg[O�QWb'g[`)Q'M�XsQWV)g�O Z[Q\J u#g�q J PRg[O�PRg
]�O�QWJ g[`�Q\P�q�J q�`�M�Q#O X X g[Z[Q�QWV)g�PRg[LRp�b«K�O�PRJ Z�w�K�LRM K�N O PRQ�S�LRM3TUQWV
X O Z[QWM�L¨N g.u#gDN 	 O�N Q\V�M p)S�VhOoS�g[`)g[LRO�Nxq�g[Z[LRg[O�P9g�J `�q J PRg[O�PRg
O�Z[QWJ u#J Q ^'TUO�P�M�K Pdg[L|u�gDq�TUJ QWV}J `){ J ��J bcO�KUQ\LRg[O QWbcg[`)Q �
C o ncl u sio ns G � g[O N J `)SvM XCw�PRQ\p�N J �mJ `)S ¡R]�g[L9J O�`�O�N � LRM V�`)� PIq J PRe
g[O�PRg�PRg[g[bcP�QWMUK�g�LRg[{�gDZ[QWg[qxK3^�OUq�g[Z[L9g[O�PRg�J `�V)J S�V�PRg[LRp)b
K�O�PRJ Z�w�K LdM K�N O PdQrS LdMlTUQWV�X O�Z[QWM�L �t� O�PRJ Z�w�K LRM�K�N O PRQrS�LRM3TUQWV
X O Z[QWM�L�N g0u#g[N P_q�M�`)M�Q¨LRg[N O�QWgaTUJ QWV�Ldg[PR] M `)PRg�J `�O�Z[QWJ u#g� LRM V)`�� P�q�J PdgDO�PRgs] O�Q\J g[`)Q�P �

I N T R O D U C T I O N

� LRM V)`�� P¨q J PRg[O�PRg_i �)� kaJ P¨Z[V)O LRO Z[Q\g[LRJ �zg[qoK3^¬S�LRO�`�p)N M bcO
X M LRbcO�QWJ M�`�O�`)q«J `){�O bcbcO�Q�J M�` 	 QWLdO `)PRb'p)LRO�Nxp)N Z[gDLdPaO�`)q
J `�Q\g[PRQWJ `�O�N�w�PRQWp)N J �mO�QWJ M�` � ­t* V�g�X M�LRbcO�QWJ M�`�M�X�w�PRQ\p�N O PIJ PIQWV)g
LRg[PRp)N Q�M X)QWV)grg.�#QWg[`)PRJ M `�M�X�K�p)LRLRM3TxJ `)ScJ `�Q\gDPRQWJ `�O�N)p�N Z[g[LRPtJ `
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bFGF in fistulizing CD45

®)¯�°-±\²�³ ´�µ[¶ ·c¸�¹ ³ µ[º�±W³ ¶�»v¼�½.¾�½[¹ ¶ ¸ ´�³ »vº�¿�¶�À�±�¶ »)½DÁ\±W²)³ ÂR¼�¶ ÃÄ®�¯
¸�º�±W³ ½[»�±W´RÅsÆ À)ÂRÇ�½[Â|È�³ ´}Ã ÂR½[É À)½[»�±W¹ È�Âd½DÉ�À)³ ÂR½[¼�´R³ »)µ[½¨Ê�´R±WÀ)¹ º�´
Âdº ÂR½[¹ Èc²�½[º ¹m´R¸�¶�»)±Wº�»#½[¶�À)´R¹ È'¶�ÂCµ[¹ ¶ ´R½�³ »�ÂR½[´R¸ ¶�»)´R½�±W¶�ÂR¶�À�±\³ »)½
±\²�½[ÂRº�¸3È¤´RÀ)µ[²}º ´�Ë)ÁWº�·c³ »)¶�´Rº ¹ ³ µ.È�¹ º�±W½D´t¶ Âtµ[¶ ÂR±W³ µ[¶�´R±\½[ÂR¶Ì³ ¼�´RÅ Í
Î�¹ ±W²)¶ À�Ç�²�±W²)½'¸�ÂR½[µD³ ´R½cµ[º�À�´R½c¶ Ã©®)¯�Âd½[·cº ³ »�´sÀ)»)Ï�»�¶3ÐU»)Ñ
³ »)µ[ÂR½[º ´R³ »)Ç ¹ È�¼�º�±Wº«´RÀ)Ç Ç�½[´R±"±W²)º ±"Ç�½[»�½[±\³ µf´RÀ)´9µ[½[¸�±W³ ¿�³ ¹ ³ ± È#Ñ
³ ·c·cÀ�»�¶�¹ ¶ Ç�³ µDº�¹#·c½[µ[²)º »)³ ´d·UÑ�·c³ µ[ÂR¶�¿�³ º ¹�º�Ç ½[»�±\´�º�»�¼'½[»m¾#³ Á
Âd¶ »)·c½[»�±Wº�¹"Ã º�µ[±W¶ ÂR´_º�ÂR½o³ »z¾�¶�¹ ¾#½[¼h³ »Ò±\²�½«º�½[±W³ ¶ ¹ ¶�ÇlÈÓ¶�Ã
³ »)Ô º�·c·'º�±W¶�Â|Èo¿�¶3ÐU½[¹I¼�³ ´R½[º ´d½¤Õ\ÖW×)¯ÙØ3Å�Î¬¾#º�´R±�»�À)·c¿�½DÂv¶�Ã
³ »)Ô º�·c·'º�±W¶�Â|ÈÚ·c½[¼ ³ º�±W¶�ÂR´RÑ�³ »)µ[¹ À)¼�³ »)Ç�µ.È�±\¶ Ï ³ »�½[´¢º�»�¼
Ç�ÂR¶3Ðx±\²�Ã º�µ[±W¶�ÂR´RÑr¸�º ÂR±\³ µ[³ ¸Ìº�±W½¤³ »�±W²)½�¸�º ±\²�¶�Ç�½D»)³ µ�¸�ÂR¶�µ[½[´R´
¶�Ã�³ »)±W½[´R±W³ »)º�¹�³ »9Û[À)Â|È�º�»)¼a²)½[º ¹ ³ »�Çn³ »f®)¯©Å Ü[ÝdÞ�ß�²)½"·cÀ�¹ ±W³ Á
Ã À)»�µ[±W³ ¶ »�º�¹�¸�ÂR¶�³ »�Ô�º�·c·'º�±W¶�Â|È�µ.È#±W¶ Ï�³ »)½"±WÀ)·c¶ À�Âx»)½[µDÂR¶�´R³ ´
Ã º�µ[±W¶�ÂRÁWº ¹ ¸�²)º"Õ ß�à�á�Á

a
Øc¸�¹ ºlÈ�´�º"¸�³ ¾#¶�±Wº�¹�ÂR¶�¹ ½U³ »a±W²)½x¼�½.¾�½[¹ Á

¶�¸�·'½[»)±©¶�Ã�®)¯©Åmß�àtá�Á
a
²)º�´�¿�½[½[»}¼ ½[·c¶�»)´9±WÂRº�±\½D¼c±W¶'³ »)¼ À)µ[½

¶�ÂhÀ)¸ ÁWÂR½[Ç�À�¹ º�±�½�±W²)½Ò¸�ÂR¶�¼ À�µ[±\³ ¶�»ª¶ Ãf»)¶�±�¶�»)¹ Èâ¶�±W²)½[Â
³ »)Ô º�·c·'º�±W¶�Â|È_·c½[¼�³ º�±W¶ ÂR´RÑ�½[Å Ç Å�³ »)±W½[ÂR¹ ½DÀ)Ï�³ »yÕ\ÖWã3ØlÁläzÑ�ÁWå)Ñ�ÁWæ
º�»)¼f³ »)±W½[ÂRÃ ½DÂR¶�»�ÕWÖWá�à�ØlÁ

c
Ñ�¿�À�±xº ¹ ´R¶fº�¼ ²)½[´R³ ¶Ì»«·c¶ ¹ ½[µ[À�¹ ½[´RÑ

´RÀ)µ[²nº�´�³ »)±W½[ÂRµ[½D¹ ¹ À)¹ º�Âsº ¼�²�½[´R³ ¶�»a·c¶�¹ ½[µ[À�¹ ½UÕ\ÖW®zÎ�ç�ØlÁ3ä�º »)¼
¾#º�´RµDÀ)¹ º�Â�º ¼�²)½[´R³ ¶�»�·c¶�¹ ½[µ[À�¹ ½�Õ è�®zÎ�ç�ØlÁ3ämÅ}Ö\»�º�¼�¼ ³ ±W³ ¶�»�Ñ
Ç�ÂR¶3Ðx±\²"Ã º�µ[±�¶�ÂR´RÑ�¹ ³ Ï�½s±W²)½s½[¸ ³ ¼ ½[ÂR·cº ¹�Ç ÂR¶3Ðx±\²}Ã º�µ[±�¶�Â�Ã º�·c³ ¹ È
Õ\é ê�á3ØlÑa±\ÂRº�»�´RÃ ¶�ÂR·c³ »)Ç�Ç�ÂR¶3Ðx±W²ëÃ º�µ[±W¶�ÂRÁWº ¹ ¸ ²)º�º »)¼�ÁW¿�½[±Wº
Õ ß�ê�á

a
º »)¼�ß�ê©á

b
ØlÑ�¸ ¹ º�±W½[¹ ½[±WÁW¼�½[ÂR³ ¾#½[¼�Ç ÂR¶3ÐU±W²ìÃ º�µ[±W¶�Â

Õ\í�¯�ê©álØ3Ñm¾�º�´RµDÀ)¹ º�Â�½[»)¼�¶ ±\²#½[¹ ³ º�¹�Ç�ÂR¶lÐU±W²}Ã º�µ[±W¶ ÂtÕ è�é ê�á3ØIº »)¼
Ê�¿�ÂR¶ ¿�¹ º�´R±sÇ�ÂR¶3Ðx±W²�Ã º�µ[±W¶�ÂR´'ÕWá�ê©á�´|Ø3Ñ�²)º3¾�½�¿�½[½[»_´R²�¶3ÐU»�±W¶
¸�¹ ºlÈ�º�»}³ ·c¸ ¶�ÂR±Wº�»)±�ÂR¶�¹ ½s³ »}±W²)½s¸ º�±W²�¶�Ç�½[»�½[´R³ ´t¶ Ã�®)¯©Å î
×)º ´R³ µ�Ê�¿ ÂR¶�¿ ¹ º ´d±'Ç�ÂR¶3Ðx±W²�Ã º�µ[±W¶�Â�Õ\¿ á�ê©áy¶�Â�á�ê©á�ÁWïzØ�³ ´�º
²)½[¸�º�ÂR³ »�ÁW¿�³ »)¼�³ »)ÇvÂR½[Ç�À�¹ º�±W¶�Â|È¨¸�½[¸ ±\³ ¼�½�º »)¼xºv·c½[·c¿�½[ÂI¶�ÃCº
Ã º�·c³ ¹ È&µ[¶�·'¸�ÂR³ ´R³ »)Ç¨º ±s¹ ½[º ´R±sï)ï_Ã º�µ[±W¶�ÂR´IÐU³ ±W²_¸�¹ ½[³ ¶�±WÂR¶�¸�³ µ
Ã À)»�µ[±\³ ¶ »�´dÅ ð�á ê�á ´�º�Ã Ã ½[µ[±©±\²�½I½[·c¿ Â|È#¶ »)³ µI¼ ½.¾#½[¹ ¶ ¸ ·c½[»)±�º »)¼
Ã ¶�ÂR·cº ±\³ ¶�»'¶ Ã ±W³ ´R´9À)½[´©º »)¼s¶�ÂRÇ�º »)´RÅÌÖW»'±W²)½�º�¼�À)¹ ±�¿ ¶�¼3È#ÑÌá ê�á�´
Âd½DÇ�À)¹ º�±W½tÃ À)»�¼�º ·c½[»)±�º�¹Ìµ[½[¹ ¹ À�¹ º Â©º�µ[±W³ ¾�³ ±W³ ½[´dÑÄ´RÀ)µ[²Uº ´�·c¶ ÂR¸�²)Á
¶�Ç�½[»)³ µ�½.¾#½[»)±W´C³ »m¾�¶�¹ ¾�³ »�Ç�½[¸�³ ±W²)½[¹ ³ À)·&µ[½[¹ ¹m´RÀ�Â ¾�³ ¾#ºÌ¹ Ñmº ¸�¶�¸�±W¶�Á
´d³ ´RÑc³ »)±W½[ÂRº�µD±W³ ¶�»�¶�Ãcµ[½[¹ ¹ ñ�·cº ±\ÂR³ òhº�»)¼�µ[½D¹ ¹ ñ�µ[½[¹ ¹ Ñcº�»�¼�µ[½[¹ ¹
·c¶�±W³ ¹ ³ ± ÈYº�»�¼}¼�³ Ã Ã ½[Âd½D»)±W³ º�±W³ ¶�»�Å)ß�²)½x¿�á�ê©á}³ ´�º�¹ ´R¶}º"¸�¶�±W½[»)±
º�»)Ç�³ ¶�Ç ½[»�³ µ�Ã º�µ[±�¶�Â�³ »�Õ\¸�º ±W²)¶lØ3¸ ²zÈ�´R³ ¶ ¹ ¶ Ç�³ µDº ¹Ù¸�ÂR¶�µ[½[´R´R½D´�±W²)º ±
³ »)µ[¹ À)¼ ½�ÐU¶�À�»)¼c²)½Dº�¹ ³ »�Çcº�»)¼c±W³ ´R´9À)½rÂR½[¸�º ³ ÂRÅ óôÝdõôõ�ß�²)½r¿�á ê�á
²)º�´�¿�½[½[»"´R²)¶lÐU»}±W¶'¸�ÂR¶�·c¶ ±\½�¸�ÂR¶�¹ ³ Ã ½[Â9º�±W³ ¶ »}¶�Ã#½[»)¼�¶ ±\²�½D¹ ³ º�¹
µ[½[¹ ¹ ´RÑm±\¶�³ »)µ[ÂR½[º�´R½�±W²)½�»�À)·c¿�½DÂ�¶�ÃmÊ�¿ Âd¶ ¿ ¹ º�´R±W´�º »)¼�·�È#¶ Ê�¿�ÂR¶ Á
¿�¹ º ´R±\´RÑÙº�»�¼�±W¶�º�µ[±W³ ¾�º�±W½�±W²)½[´R½�Ê ¿�ÂR¶�¿�¹ º ´R±W´dÅ õôÍ[ö[õôÜ ß�²)½�³ »�¼�À)µ[Á
±\³ ¶�»�¶ Ã�µ[¶ ¹ ¹ º�Ç�½[»¤´R½[µ[ÂR½[±W³ ¶�»�Ã Âd¶ ·�ÖW×)¯YÊ�¿�ÂR¶�¿ ¹ º ´R±W´�¿lÈ�¿�á ê�á
·cº3È¤¿�½s¶�»�½s¶�Ã#±W²)½�·c½[µD²)º�»�³ ´R·c´�ÂR½[¹ ½.¾�º�»�±�±\¶U±\²�½s´R±WÂR¶�·cº�¹
¸�ÂR¶�µD½[´R´R½[´Ä¶ Ã3±W²)½�¼�³ ´R½Dº�´R½[Ñl³ »)µ[¹ À)¼ ³ »)Ç�±\ÂRº�»�´R·cÀ�ÂRº�¹lÊ�¿�ÂR¶ ´R³ ´Äº »)¼
´R±\ÂR³ µ[±\À#Âd½CÃ ¶�ÂR·cº�±W³ ¶�»�Ñlº ´DÐU½[¹ ¹ôº�´-±\³ ´R´RÀ)½CÂR½[¸�º ³ ÂÙº�»�¼�²)½Dº�¹ ³ »)Ç�Å õô÷
é�¹ ½.¾�º ±\½[¼I¹ ½.¾�½[¹ ´C¶�Ã�¿�á�ê©áI³ »c´R½[ÂRÀ)·�º�»)¼I³ »�±\½[´R±W³ »�º�¹m¸ ½[ÂRÃ À)´R³ ¶�»
Ô�À)³ ¼r²)ºl¾#½t¿�½[½[»UÂd½D¸�¶ ÂR±\½[¼s³ »'¸�º ½[¼ ³ º ±\ÂR³ µtº�»�¼rº�¼�À�¹ ±)¸�º�±W³ ½[»�±\´
ÐU³ ±W²'ÖW×)¯©Å õôÞ[Ýdõôó Î�¹ ±W²)¶ À)Ç�²U±W²)½t´R³ Ç »�³ Ê µ[º�»)µ[½�¶�ÃÌ±\²�½t³ »)µDÂR½[º�´R½
¶�Ãx¿�á ê�á«³ ´a»)¶�±�µ[¶�·c¸�¹ ½[±W½[¹ È�À)»�¼�½[ÂR´9±\¶�¶ ¼�Ñx±W²)½&³ »)µDÂd½[º ´R½
¶�ÃU¿�á�ê©áo³ »�½[»)¼�¶ ±\²�½[¹ ³ º�¹Uµ[½[¹ ¹ ´n´R½[½[·c´n±\¶«¿�½�ÂR½[¹ º ±\½[¼o±W¶

´R±\³ ·cÀ)¹ º�±W³ ¶�»r¿lÈ�ß�àtá�Á
a
Å õôø[ö[Íôù ß�²)½�º�¸�¸�¹ ³ µ[º ±\³ ¶�»r¶�Ã[³ »)Ô ³ ò#³ ·cº�¿ Ñ

º�²�À)·cº�»�ÁW·cÀ)ÂR³ »�½oµD²)³ ·cº ½DÂd³ µo³ ·c·'À)»)¶ Ç�¹ ¶ ¿ À)¹ ³ »ÒÕWÖ\ÇlØ3ê�ä
º�»)±�³ Á ß�àtá

a
º�»)±W³ ¿ ¶�¼lÈ#ÑDÐUº�´�¸ ÂR½.¾#³ ¶�À�´R¹ È�¼�½[·'¶�»)´R±WÂRº�±�½[¼�±W¶�¿�½

º�»v½[Ã Ã ½[µ[±W³ ¾C½�º�»)¼�³ ·c¸�¶ Âd±Wº »�±�¿�³ ¶�¹ ¶ Ç�³ µDº�¹Ù±W²)½DÂRº�¸�½[À�±\³ µ�¶�¸ ±\³ ¶�»
Ã ¶ ÂI¸�º�±W³ ½D»)±W´�ÐU³ ±\²�º�µ[±W³ ¾#½[Ñ�ÂR½[Ã ÂRº µ[±\¶ÌÂ|È¨®)¯yº�»)¼�Ã ¶�ÂI¸ º�±W³ ½[»)±W´
ÐU³ ±W²xÊ ´d±WÀ)¹ º�´9Å ÍôõôÝdÍôÜ�ÖW»xºs¸ Âd½.¾�³ ¶�À�´�´R±WÀ)¼lÈ#Ñ[ÐU½�Ã ¶�À)»�¼�³ »)¼ ³ µ[º�Á
±W³ ¶�»�´�±W²)º ±)¿�á�ê©á�ÐUº�´�º�µ[±W³ ¾#½[¹ Èx³ »z¾�¶�¹ ¾#½[¼r³ »c±W²)½t¸�ÂR¶�µ[½[´R´R½D´�¶�Ã
ÖW×)¯_³ »)Ô º�·c·'º�±W³ ¶ »¨º�»�¼�±W³ ´R´RÀ)½U²)½[º ¹ ³ »)Ç Å Íô÷ Ö\»n±\²�½'¸�ÂR½[´9½[»)±
´R±\À�¼lÈ#ÑC¿�º ´d½D¼x¶ »¤±\²�½�¶ ¿�´R½[Â|¾#½D¼vÂd½[¼ À�µ[±W³ ¶�»¤¶ ÃC´R½[ÂRÀ�·�¿ á�ê�á
¹ ½.¾�½[¹ ´)±\²�º�± ¸�º�ÂRº�¹ ¹ ½[¹ ½[¼�±W²)½�µ[¹ ¶ ´RÀ�Âd½�¶ Ã[Ê�´R±WÀ�¹ º�´-º »)¼�º�¼ ½[µ[ÂR½[º ´R½
³ »I±\²�½�í)½DÂR³ º�»)º�¹ô¯©³ ´9½[º�´R½ Î�µ[±W³ ¾�³ ± ÈrÖ\»�¼�½.òsÕWí)¯ÄÎ�Ö Ø3Ñ�ÐU½�¼�½[´RµDÂR³ ¿ ½
±W²)½tÂR¶�¹ ½t±W²)º�±�¿�á�ê�ár·cº3Èx²)ºl¾�½�º�´©ºrÂR½[´R¸ ¶�»)´9½t¸�º�ÂRº�·'½[±W½[Â©³ »
±W²)½U²)½[º ¹ ³ »)Ç}¶�Ã�Ê ´R±\À�¹ º�´�º�»�¼}¸�½[ÂR³ º�»�º�¹�¼�³ ´R½Dº�´R½U¼�À)Â9³ »�Ç�±W²)½
±WÂd½[º ±W·c½[»�±zÐU³ ±W²c³ »)Ô�³ ò#³ ·'º�¿�Å

MATERIALS AND METHODS

ÖW»'±\²�½�¸ ÂR½[´R½[»)±�´R±\À�¼lÈ#ÑlÐU½t³ »�µ[¹ À)¼ ½D¼Iºr´RÀ)¿ Ç�ÂR¶ À)¸r¶�Ã ¸�º ±\³ ½[»)±W´
Ã ÂR¶ ·�±W²)Â9½[½�µ[½[»)±WÂR½[´'±W²)º ±s¸�º Âd±�³ µ[³ ¸�º ±\½[¼¨³ »_º�·cÀ�¹ ±W³ µ[½[»)±WÂR½[Ñ
¸�¹ º�µD½[¿�¶�ÁWµ[¶�»�±WÂR¶�¹ ¹ ½[¼�±WÂR³ º ¹¤¶ Ã¤³ »)Ô ³ ò#³ ·'º�¿¬½[³ ±\²�½[Â�Ã ¶�Â�±W²)½
±WÂd½[º ±W·c½[»�±v¶�Ã�Ê�´R±WÀ)¹ º�´¤³ »�¸�º�±W³ ½[»)±�´cÐU³ ±W²�®)¯¬¶�Â�Ã ¶�Â¤±\²�½
±WÂd½[º ±W·c½[»�±©¶ Ã�º�µ[±W³ ¾#½s®)¯©Å ÍôõôöDÍôÜ

Patients

í)º�±�³ ½[»�±\´�ÐU³ ±W²�µ[¶ »�Ê�ÂR·c½[¼�®)ÂR¶ ²)»)ú ´r¼�³ ´R½[º�´R½�ÐU½[ÂR½cÂR½[É�À�³ Âd½[¼
±W¶}¿�½U¿ ½[± Ðx½[½[»�äzæaº�»)¼"å)Ë�È#½[º ÂR´�¶�Ã�º�Ç ½[Å-Î�´R´R½[´R´R·c½[»�±�¶�Ã
¼�³ ´R½[º ´d½a´R½.¾�½[Âd³ ± ÈfÐUº�´�·cº�¼ ½aº�µ[µ[¶ Âd¼ ³ »�Çf±W¶f±W²)½n®�ÂR¶ ²)»)ú ´
¯�³ ´R½[º ´R½&Î�µ[±�³ ¾�³ ± ÈûÖW»)¼ ½.ò�ÕW®)¯ÄÎ�Ö Ø�º�»�¼�±W²)½hí)¯ÄÎ�ÖWÅná�¶�Â
³ »�µ[¹ À)´R³ ¶�»�³ »�±W²)½�Ê ´R±\À�¹ º�±WÂR³ º�¹ Ñ-¸ º�±W³ ½[»)±W´�²�º�¼�±\¶�²)ºl¾#½I´R³ »)Ç ¹ ½
¶�Â�·cÀ)¹ ±W³ ¸�¹ ½�¼�ÂRº ³ »)³ »�Ç�º�¿�¼�¶ ·'³ »)º ¹Ä¶�Â�¸�½[ÂR³ º�»)º ¹ÄÊ�´R±WÀ�¹ º�´�¶�ÃÄº�±
¹ ½[º ´R±Uü"·c¶�»)±W²�´Rú�¼ À)ÂRº ±\³ ¶�»)Å�í�º�±W³ ½[»�±W´cÐU³ ±W²�®)¯ÄÎ�Öx´Rµ[¶�ÂR½[´
¿�½[± Ðx½[½[»_ï)ï�ý_º�»)¼¨þ�ý)ý)Ñ�ÐU½[Âd½}½D¹ ³ Ç ³ ¿�¹ ½}Ã ¶ Â'±W²)½}´R±WÀ�¼3È&¶�Ã
³ »�Ô ³ ò#³ ·cº�¿�³ »o±W²)½¨±\ÂR½[º ±W·c½[»)±U¶�Ã�º�µ[±W³ ¾�½¨®)¯�Å�Î�µ[µD½[¸�±Wº�¿�¹ ½
µ[¶�»�µ[¶�·c³ ±Wº�»)±I·c½[¼�³ µDº�±W³ ¶�»aº »)¼"½.ò�µ[¹ À�´R³ ¶�»aµ[ÂR³ ±W½[Âd³ º�Ã ¶�Â�±\²�½
´R±\À�¼ ³ ½[´CÐU½[ÂR½s¸ Âd½.¾�³ ¶ À�´R¹ È�¼ ½[´dµ[ÂR³ ¿�½D¼ Å ÍôõôöDÍôÜ

Protocol 1: F istulas

é�¹ ³ Ç ³ ¿�¹ ½�¸�º ±\³ ½[»)±�´}ÐU½[ÂR½&ÂRº »)¼�¶�·'¹ È�º�´R´R³ Ç »)½[¼�±W¶�ÂR½[µ[½[³ ¾#½
¶�»)½x¶�Ã�±\²�Âd½[½v±\ÂR½[º�±W·c½D»)±W´�º�±�ÐU½[½[Ï ´�ý)Ñ�ïnº »)¼"å�ÿ�¸ ¹ º µ[½[¿�¶
Õ
n ¼

ämþzØ�¶ ÂaË¬¶ Â�äzý}·cÇ��9Ï�Ç�¶�Ãv³ »)Ô ³ ò#³ ·'º�¿�³ »)±WÂRº3¾#½[»)Á
¶�À)´9¹ È�Õ\±W¶�±�º�¹

n ¼

ï�æzØlÅ©Î�Ã ±W½[Âv±\²�½"Ê�ÂR´R±�³ »)Ã À)´R³ ¶�»&¶�Ã�´R±WÀ)¼3È
·c½[¼ ³ µ[º ±\³ ¶�»�Ñ�¸ º�±W³ ½[»�±W´�ÂR½[±\À�Âd»#½[¼�Ã ¶�Â�µ[¹ ³ »�³ µ[º ¹�º »)¼�¹ º�¿�¶ ÂRº�±WÁ
¶�Â|Èyº�´R´R½[´R´R·'½[»)±W´�º�±�ÐU½[½[Ï ´�ï�Ñ�å)ÑIämý)Ñräzþaº�»�¼Yäzæ�Å�×)¹ ¶�¶�¼
´Rº�·'¸�¹ ½[´yÐU½[ÂR½�¼�ÂRº3ÐU»�º�±f½[º�µD²û´R±WÀ)¼3ÈÒ¾�³ ´R³ ±f±W²)ÂR¶ À)Ç�²
ÐU½[½[Ïfämæ)Å
é Ã Ê�µ[º µ.Èf½.¾#º�¹ À)º�±�³ ¶ »)´c³ »)µ[¹ À)¼ ½[¼¤±W²)½�»)À�·c¿�½DÂc¶�Ã�¸�º ±\³ ½[»)±W´

ÐU³ ±W²�º�ÂR½[´R¸�¶ »)´R½�ÕW¼�½[Ê »)½[¼�º�´�º�ÂR½[¼�À#µ[±\³ ¶�»�¶�Ã-Ë)ý��&¶�Â�·c¶ ÂR½



Chapter 3 46

� ���	��
�����
���
�������������� ��� ���������	��� ����� ����
�������
�� � ��
! "���$#%� �	�
& ��
('�� 
��	
)��
���� � ���+*	��
�����
,�-���.�	��
)������
�� & 
)���/���10
������� ��� �2�3�����	��� ���4 5���6� #%� & ������
 & ���7� 89
:82� ��� �	��;=<���������
��>� �
�7��
5<�?$@BAC�����(�	��
5D�?E@FAG#%
���
5��� ���(
!89��� �����7
���;

Protocol 2: Active disease
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RESULTS
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bFGF in fistulizing CD49
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