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cĂŵƵŶdŽŶŐŽƐ� dĞƐƐĂ� ĞƐƟƌpĞ�ŶãŽ� ĂpƌĞƐĞŶƚĂƌĂŵ�dŝƐfƵŶçãŽ�pƵůŵŽŶĂƌ,� pƌŽvĂvĞůŵĞŶƚĞ� dĞvŝdŽ� Ă�ŵĞŶŽƌ�pƌŽdƵçãŽ� dĞ�
ŵĞdŝĂdŽƌĞƐ� pƌó-ĮbƌóƟcŽƐ�pƌŽvĞŶŝĞŶƚĞƐ�dĂƐ� ƌĞƐpŽƐƚĂƐ� ThϮ/Thϭ7.�QƵĂŶƚŽ� à� pĂƌƟcŝpĂçãŽ� dĂ� IL-4,� ĞvŝdĞŶcŝĂŵŽƐ� ƐĞƌ�
fƵŶdĂŵĞŶƚĂů�ŶĂ�ƌĞƐpŽƐƚĂ�ŝŶŝcŝĂů�cŽŶƚƌĂ�ůĂƌvĂƐ�dĞ�A.�ƐƵƵŵ,�cŽŶƚƵdŽ,�ĂpóƐ�ŵúůƟpůĂƐ�ĞǆpŽƐŝçõĞƐ,�Ă�pƌŽƚĞçãŽ�ŽbƐĞƌvĂdĂ�
ƐĞ�dá�ŝŶdĞpĞŶdĞŶƚĞ�dĂ�ƌĞƐpŽƐƚĂ�ŝŶdƵzŝdĂ�pŽƌ�ThϮ.�Aůéŵ�dŝƐƐŽ,�fŽŝ�ĞvŝdĞŶcŝĂdŽ�qƵĞ�cĂŵƵŶdŽŶŐŽƐ�ƌĞŝŶfĞcƚĂdŽƐ�ƚĂŶƚŽ�
dŽƐ�ŐƌƵpŽƐ�IL-4-/-�cŽŵŽ�ŽƐ�ƐĞůvĂŐĞŶƐ�ĂpƌĞƐĞŶƚĂƌĂŵ�ŽƐ�ŵĞƐŵŽƐ�ŶívĞŝƐ�dĞ�pĞƌŽǆŝdĂƐĞ�ĞŽƐŝŶŽİůŝcĂ�ŶŽ�ƚĞcŝdŽ�pƵůŵŽŶĂƌ�
Ğ,�ĂůƚŽ�ŶúŵĞƌŽ�dĞ�ĞŽƐŝŶóĮůŽƐ�cŝƌcƵůĂŶƚĞƐ,�Ž�qƵĞ�ŝŶdŝcĂ�qƵĞ�ŽƐ�ĞŽƐŝŶóĮůŽƐ�ƐãŽ�fƵŶdĂŵĞŶƚĂŝƐ�ĂpóƐ�ŵúůƟpůĂƐ�ĞǆpŽƐŝ-
çõĞƐ.�PŽƌƚĂŶƚŽ,�fŽŝ�pŽƐƐívĞů�cŽŶcůƵŝƌ�qƵĞ�Ă�dĞĮcŝêŶcŝĂ�Ğŵ�Thϭ� ůĞvŽƵ�ĂŽ�ĂƵŵĞŶƚŽ�dŽ�pĞƌĮů�Thϭ7,�cŽŵ�cŽŶƐĞqƵĞŶƚĞ�
ƌĞdƵçãŽ�dĂ�cĂƌŐĂ�pĂƌĂƐŝƚáƌŝĂ.�A�dĞĮcŝêŶcŝĂ�Ğŵ�Thϭ7�ŐĞƌŽƵ�Ž�ĂƵŵĞŶƚŽ�dĂ�ƌĞƐpŽƐƚĂ�dĞ�pĞƌĮů�Thϭ,�cŽŵ�Ž�ĂƵŵĞŶƚŽ�dĂ�
ŝŶŇĂŵĂçãŽ�ƚĞcŝdƵĂů�Ğ�cŽŶƐĞqƵĞŶƚĞ�ƌĞdƵçãŽ�dĂ�cĂƌŐĂ�pĂƌĂƐŝƚáƌŝĂ.�E,�qƵĞ�Ă�dĞĮcŝêŶcŝĂ�Ğŵ�ThϮ�cŽŶƚƌŝbƵŝƵ�pĂƌĂ�Ž�ĂƵ-
ŵĞŶƚŽ�dĂ� ŝŶŇĂŵĂçãŽ�Thϭ/Thϭ7,� ŝŵpĂcƚĂŶdŽ�ŶĂ� ƌĞdƵçãŽ�dĂ�cĂƌŐĂ�pĂƌĂƐŝƚáƌŝĂ.�AdĞŵĂŝƐ,� fŽŝ�pŽƐƐívĞů�cŽŶƐƚĂƚĂƌ�qƵĞ,�
ĂpĞƐĂƌ� dĂƐ� ůĞƐõĞƐ� ĂŐƵdĂƐ� ƐĞƌĞŵ�dĞ� ĞǆƚƌĞŵĂ� ŝŵpŽƌƚâŶcŝĂ� ŶĂ� ĮƐŝŽpĂƚŽůŽŐŝĂ�dĂ� ĂƐcĂƌŝdíĂƐĞ� ůĂƌvĂů,� ĂƐ� ƌĞƐpŽƐƚĂƐ� pƌó-
ĮbƌóƟcĂƐ�ĂcĞŶƚƵĂdĂƐ�cŽŶƚƌŝbƵĞŵ�ĂŝŶdĂ�ŵĂŝƐ�pĂƌĂ�Ă�dŝƐfƵŶçãŽ�pƵůŵŽŶĂƌ�ĂpóƐ�ŵúůƟpůĂƐ�ĞǆpŽƐŝçõĞƐ. 

 

HĞůĞŶĂ�D'AŶƵŶcŝĂçãŽ�dĞ�OůŝvĞŝƌĂϭ, CĂŵŝůĂ�NƵŶĞƐ�BĂƟƐƚĂϭ,�MĂŝĂƌĂ�NĂƐcŝŵĞŶƚŽ�dĞ�LŝŵĂϭ, AdƌŝĂŶŽ�YĂŐhŽ�dĂ�
SŝůvĂϭ, PĂƚƌŝcŝĂ�RŝĞkĞŶ�MĂcĞdŽ�RŽccŽϮ,�HƵŐŽ�CĂŝƌĞ�dĞ�CĂƐƚƌŽ�FĂƌŝĂ-NĞƚŽϭ, TĂƟĂŶĂ�MĂƌŽŶ-GƵƟĞƌƌĞzϭ 

ϭFŝŽcƌƵz�-�FƵŶdĂçãŽ�OƐwĂůdŽ�CƌƵz,�ϮUFRJ 

BĂckŐƌŽƵŶd:�SĞvĞƌĞ�ŵĂůĂƌŝĂ�ŵŝŐhƚ�hĂvĞ�ƌĞƐpŝƌĂƚŽƌy�ƐyŵpƚŽŵƐ,�whŝch�cĂŶ�pƌŽŐƌĞƐƐ�ƚŽ�ŵĂůĂƌŝĂ-ĂƐƐŽcŝĂƚĞd�ĂcƵƚĞ�ƌĞƐpŝ-
ƌĂƚŽƌy�dŝƐƚƌĞƐƐ�ƐyŶdƌŽŵĞ�(MA-ARDS).�AůƚhŽƵŐh�ŵŽƌƚĂůŝƚy�ƌĂƚĞ�vĂƌŝĞƐ�fƌŽŵ�ϱϬ�ƚŽ�8Ϭ%�Žf�cĂƐĞƐ,�ƚhĞƌĞ�ŝƐ�ŶŽ�ƐpĞcŝĮc�ƚƌĞ-
ĂƚŵĞŶƚ�fŽƌ�MA-ARDS.�IŶ�ƚhŝƐ�cŽŶƚĞǆƚ,�ƚhĞ�ĞīĞcƚƐ�Žf�ĂcĞƚyůƐĂůŝcyůŝc�Ăcŝd�(ASA),�Ă�ŶŽŶ-ƐƚĞƌŽŝdĂů�ĂŶƟ-ŝŶŇĂŵŵĂƚŽƌy�wŝ-
dĞůy�ƵƐĞd�by�pŽpƵůĂƟŽŶ,�ŝŶcůƵdŝŶŐ�ŝŶ�ĞŶdĞŵŝc�ĂƌĞĂƐ,�ŽŶ�MA-ADRS�ƌĞŵĂŝŶ�ƵŶcůĞĂƌ.�SŝŶcĞ�cŽŵbŝŶĞd�ĂƌƚĞŵŝƐŝŶŝŶ�ƚhĞƌĂ-
pŝĞƐ� ĂƌĞ� ƌĞcŽŵŵĞŶdĞd� by� ƚhĞ� WŽƌůd� HĞĂůƚh� OƌŐĂŶŝzĂƟŽŶ,� ĂŶd� dŝhydƌŽĂƌƚĞŵŝƐŝŶŝŶ� (DHA)� hĂvĞ� ĂŶƟŵĂůĂƌŝĂů� ĂŶd�
ŝŵŵƵŶŽŵŽdƵůĂƚŽƌy�pƌŽpƌŝĞƟĞƐ,�wĞ�hypŽƚhĞƐŝzĞd�ƚhĂƚ�ASA�ĂŶd�cŽŵbŝŶĞƐ�ƚhĞƌĂpy�wŝƚh�DHA�ŵŝŐhƚ�pƌŽůŽŶŐ�ƐƵƌvŝvĂů�
ƌĂƚĞ�ĂŶd�ŵŽdƵůĂƚĞ�ƚhĞ�ŝŶŇĂŵŵĂƚŽƌy�pƌŽcĞƐƐ�ŝŶ�ĞǆpĞƌŝŵĞŶƚĂů�MA-ARDS�Aŝŵ:�TŽ�ĞvĂůƵĂƚĞ�ƚhĞ�ĞīĞcƚƐ�Žf�ĂcĞƚyůƐĂůŝcyůŝc�
Ăcŝd� (ASA)� ĂŶd� cŽŵbŝŶĞd� ƚhĞƌĂpy� wŝƚh� dŝhydƌŽĂƌƚhĞŵŝƐŝŶŝŶ� (DHA)� ŽŶ� ĞǆpĞƌŝŵĞŶƚĂů� MA-ARDS.� MĞƚhŽdƐ:� Cϱ7BL/6�
ŵŝcĞ�wĞƌĞ�ƌĂŶdŽŵůy�dŝvŝdĞd�ŝŶ�cŽŶƚƌŽů�(C)�ĂŶd�ŝŶfĞcƚĞd�(Pb)�ŐƌŽƵpƐ,�ŝŶƚƌĂpĞƌŝƚŽŶĞĂůůy�(ŝp)�ŝŶŽcƵůĂƚĞd�wŝƚh�ƵŶŝŶfĞcƚĞd�
ĞƌyƚhƌŽcyƚĞƐ�Žƌ�ϭϬ4�PůĂƐŵŽdŝƵŵ�bĞƌŐhĞŝ�NK6ϱ�ŝŶfĞcƚĞd�ĞƌyƚhƌŽcyƚĞƐ,�ƌĞƐpĞcƟvĞůy,�ĂŶd�ƚƌĞĂƚĞd�ŽŶ�dĂy�8�ŽƌĂůůy�wŝƚh�
ASA�(ϭϬϬŵŐ/kŐ)�Žƌ�ƐĂůŝŶĞ,�ĂŶd�vĞhŝcůĞ�(DMSO)�Žƌ�DHA�(3ŵŐ/kŐ),�ŝp.�RĞƐƵůƚƐ:�ThŝƐ�ŝƐ�ƚhĞ�ĮƌƐƚ�ƐƚƵdy�ƚhĂƚ�dĞƐcƌŝbĞƐ�ƚhĞ�
fƵŶcƟŽŶĂů�ŝŵpĂŝƌŵĞŶƚ�ŝŶdƵcĞd�by�PbNK6ϱ�ŽŶ�ĞǆpĞƌŝŵĞŶƚĂů�MA-ARDS.�FŽƌ�ƚhĂƚ,�ůƵŶŐ�ŵĞchĂŶŝcƐ�ĂŶd�pƵůŵŽŶĂƌy�ĞdĞ-
ŵĂ� ĂŶĂůyƐŝƐ�wĞƌĞ� pĞƌfŽƌŵĞd�bĞƚwĞĞŶ�dĂyƐ� 6� ƚŽ�ϭϬ�pŽƐƚ� ŝŶfĞcƟŽŶ.� PbNK6ϱ� ůĞd� ƚŽ� ŝŶcƌĞĂƐĞd� ůƵŶŐ� ƐƚĂƟc� ĞůĂƐƚĂŶcĞ�
(EƐƚ,L)�ŽŶ� ƚhĞ�ϵƚh� ĂŶd�ϭϬƚh�dpŝ� (ϱ7±ϭϵcŵHϮO.ŵů-ϭ;�7ϭ±4.8cŵHϮO.ŵů-ϭ,� ƌĞƐpĞcƟvĞůy)� ŝŶcƌĞĂƐĞd� ƌĞƐŝƐƟvĞ�pƌĞƐƐƵƌĞ�
(ΔPϭ,L)� ŽŶ� ƚhĞ� ϭϬƚh� dpŝ� (Ϭ.ϵ±Ϭ.3cŵHϮO.ŵů)� ĂŶd� hŝŐhĞƌ� vŝƐcŽĞůĂƐƟc� pƌĞƐƐƵƌĞ� (ΔPϮ,L)� (Ϭ.ϵ±Ϭ.ϭcŵHϮO.ŵů;�
Ϭ.ϵ±Ϭ.ϭcŵHϮO.ŵů� ĂŶd� ϭ.ϭ±Ϭ.3cŵHϮO.ŵů,� ƌĞƐpĞcƟvĞůy)� fƌŽŵ� ƚhĞ� 8ƚh� ƚŽ� ϭϬƚh� dpŝ,� cŽŵpĂƌĞd� ƚŽ� C� (EƐƚ,L=�
3ϱ±3cŵHϮO.ŵů-ϭ;�ΔPϭ,L=�Ϭ.3±Ϭ.ϭcŵHϮO.ŵů;�ΔPϮ,L=Ϭ.6±Ϭ.ϭcŵHϮO.ŵů)�.�PbNK6ϱ�ŝŶfĞcƚĞd�ŵŝcĞ�ƐhŽwĞd�Ă�ƐŝŐŶŝĮcĂŶƚ�
ŝŶcƌĞĂƐĞ�ŝŶ�ůƵŶŐ�ĞdĞŵĂ�ŽŶ�dĂy�8�[ϱ(ϱ.ϭ/4.7)]�ĂŶd�ϵ�[4.8(ϱ.ϭ/4.7)]�cŽŵpĂƌĞd�ƚŽ�cŽŶƚƌŽů�[4.4(4.6/4.Ϯ)].�DŝīƵƐĞ�ĂůvĞŽůĂƌ�
dĂŵĂŐĞ�(DAD)�ƐcŽƌĞ�ĂŶĂůyƐŝƐ�hĂvĞ�cŽŶĮƌŵĞd�ƚhĂƚ�bŽƚh�PbNK6ϱ�ĂŶd�Pb+DHA�ŐƌŽƵpƐ�pƌĞƐĞŶƚĞd�ĞǆƚƌĂvĂƐĂƟŽŶ�Žf�ŇƵŝd�
ƚŽ�ĂůvĞŽůĂƌ�ƐpĂcĞ,�ĂůvĞŽůĂƌ�ƐĞpƚĂĞ�ƚhŝckĞŶŝŶŐ,�ĞdĞŵĂ�ĂŶd�ĂƌĞĂƐ�Žf�ŵŝcƌŽĂƚĞůĞcƚĂƐŝƐ�cŽŵpĂƌĞd�ƚŽ�C.�LƵŶŐ�hĞŵŽƌƌhĂŐĞ�
wĂƐ� ĂůƐŽ� ŽbƐĞƌvĞd� ŝŶ� PbNK6ϱ� ĂŶŝŵĂůƐ� bƵƚ� ŶŽƚ� ŝŶ� Pb+DHA.� Pb+DMSO� pƌĞƐĞŶƚĞd� ƚhƌŽŵbŽcyƚŽpĞŶŝĂ� (ϭϵϮ±4Ϭ� ϭϬ³/
ŵŵ³)�ĂŶd�ůĞƵkŽcyƚŽƐŝƐ�(ϭϭ8±37�ϭϬ³/ŵŵ³)�ŽŶ�dĂy�ϭϱ.�SĞvĞŶ�dĂyƐ�ĂŌĞƌ�DHA�ƚƌĞĂƚŵĞŶƚ,�ůĞƵkŽcyƚŽƐŝƐ�wĂƐ�ƌĞdƵcĞd�ŽŶ�
Pb+DHA� ĂŶd� Pb+DHA+ASA� ŐƌŽƵpƐ� (ϭϭ.ϱ±7.8� ϭϬ³/ŵŵ³� ĂŶd� ϭ3±7.8� ϭϬ³/ŵŵ³,� ƌĞƐpĞcƟvĞůy),� bƵƚ� půĂƚĞůĞƚ� cŽƵŶƚ� wĂƐ�
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ŵĂŝŶƚĂŝŶĞd�ŽŶ�Pb+DHA�(376±ϭϱϭ�ϭϬ³/ŵŵ³)�ĂŶd�ASA+DHA�(3ϭϮ±ϭ3ϵ�ϭϬ³/ŵŵ³).�PbNK6ϱ�ĂůƐŽ� ůĞd�ƚŽ�ŝŶcƌĞĂƐĞ�ŽŶ�ĂƐ-
pĂƌƚĂƚĞ�ƚƌĂŶƐĂŵŝŶĂƐĞ�(AST)�(6ϭϵ±ϭϭϮU/ů)�ĂŶd�dĞcƌĞĂƐĞ�ŽŶ�ƐĞƌƵŵ�ĂůbƵŵŝŶ�(Ϯ±Ϭ.ϭŐ/dL)�ĂŶd�ĂůkĂůŝŶĞ�phŽƐphĂƚĂƐĞ�(AP)�
(6Ϯ±ϭϬU/ů)� ůĞvĞůƐ�cŽŵpĂƌĞd�ƚŽ�C�ŐƌŽƵp�(AST=�ϭϬ8±47U/ů;�AP=�ϭϮ7±ϮϭU/ů;�AůbƵŵŝŶ=�Ϯ.ϱ±Ϭ.ϭŐ/dL,�ƌĞƐpĞcƟvĞůy).�PĞ-
ƌŝphĞƌĂů�pĂƌĂƐŝƚĞŵŝĂ�ŽŶ�dĂy�8�wĂƐ�dŝƌĞcƚůy�cŽƌƌĞůĂƚĞd�ƚŽ�ŝŶcƌĞĂƐĞ�ŽŶ�pƌŽƚĞŝŶ� ůĞvĞůƐ�ŽŶ�bƌŽŶchŽĂůvĞŽůĂƌ� ůĂvĂŐĞ�ŇƵŝd�
(BALF)�(ƌ=Ϭ.7Ϯ;�p=Ϭ.ϬϬϬϮ).�Pb+DMSO�(ϱ.8±�4.ϮŵŐ/ŵů),�Pb+ASA�(4.4±3ŵŐ/ŵů)�ĂŶd�Pb+DHA+ASA�(3.7±Ϯ.ϱŵŐ/ŵů)�bƵƚ�
ŶŽƚ�Pb+DHA�(3.ϭ±Ϯ.3ŵŐ/ŵů)�ƐhŽwĞd�hŝŐhĞƌ�pƌŽƚĞŝŶ�ůĞvĞůƐ�ŽŶ�BAL�cŽŵpĂƌĞd�ƚŽ�C�(Ϭ.Ϯ±�Ϭ.ϬϵŵŐ/ŵů).�MCP-ϭ�ůĞvĞůƐ�ŽŶ�
BAL�wĞƌĞ�hŝŐhĞƌ�ŝŶ�Pb+DMSO�(3ϬϬ±ϭ46pŐ/ŵů)�ĂŶd�Pb+DHA�(ϮϮϭ±ϭ8ϵpŐ/ŵů)�cŽŵpĂƌĞd�ƚŽ�C�(4.ϵ±Ϯ.8pŐ/ŵů)�ĂŶd�dĞ-
cƌĞĂƐĞd�ĂŌĞƌ�ĂŶd�Pb+ASA�(ϭ36±ϱ3pŐ/ŵů)�Žƌ�Pb+DHA+ASA�(ϭ44±ϭϬϵpŐ/ŵů)�ƚƌĞĂƚŵĞŶƚ.�MŽƌĞŽvĞƌ,�ŵŽŶŽŶƵcůĞĂƌ�cĞůů�
cŽƵŶƚ�ŽŶ�ůƵŶŐ�ƟƐƐƵĞ�wĞƌĞ�hŝŐhĞƌ�ŽŶ�Pb+DMSO�(4ϭ%)�cŽŵpĂƌĞd�ƚŽ�C�(3Ϭ.6%)�ĂŶd�dĞcƌĞĂƐĞd�ĂŌĞƌ�Pb+DHA�(3ϱ.ϭ%),�
Pb+ASA�(33%)�ĂŶd�Pb+DHA+ASA�(34%)�ƚƌĞĂƚŵĞŶƚ.�OŶ�ůƵŶŐ�ŵĞchĂŶŝcƐ�ĂŶĂůyƐŝƐ,�Pb+DMSO�(7Ϯ±ϭϬcŵHϮO.ŵů-ϭ)�ĂŶd�
Pb+ASA� (63±ϮϭcŵHϮO.ŵů-ϭ)� ŐƌŽƵpƐ� ƐhŽwĞd� hŝŐhĞƌ� EƐƚ,L� ĂŶd� DPϭ� (Ϭ.6±Ϭ.3cŵHϮO;� Ϭ.ϱ±Ϭ.3cŵHϮO,� ƌĞƐpĞcƟvĞůy)�
ƚhĂŶ�C� (EƐƚ�4Ϯ±6cŵHϮO.ŵů-ϭ;�DPϭ�Ϭ.4±Ϭ.ϭcŵHϮO);�DPϮ�wĂƐ�hŝŐhĞƌ�ŽŶ�Pb+DMSO�(ϭ.ϭ±Ϭ.3cŵHϮO)�cŽŵpĂƌĞd�ƚŽ�C�
(Ϭ.7±Ϭ.ϭcŵHϮO).�Pb+DHA�(Ϭ.8±Ϭ.ϭcŵHϮO)�ĂŶd�Pb+ASA�(Ϭ.ϵ±Ϭ.ϭcŵHϮO)�ŐƌŽƵpƐ�pƌĞƐĞŶƚĞd�ƌĞdƵcĞd�DPϮ�cŽŵpĂƌĞd�
ƚŽ�Pb+DMSO.�HŽwĞvĞƌ,�Pb+ASA�(Ϯϱ%)�pƌĞƐĞŶƚĞd�ƐŝŵŝůĂƌ�ƐƵƌvŝvĂů�ƌĂƚĞ�ƚŽ�Pb+DMSO�(Ϯ7%).�78%�Žf�Pb+DHA+ASA�ĂŶd�
Ăůů�Pb+DHA�ŐƌŽƵp�ƐƵƌvŝvĞd�ƵŶƟů�dĂy�ϭϱ.�CŽŶcůƵƐŝŽŶƐ:�PbNK6ϱ� ŝŶfĞcƟŽŶ�ůĞd�ƚŽ� ŝŵpĂŝƌŵĞŶƚ�ŽŶ� ůƵŶŐ�ŵĞchĂŶŝcƐ,� ůƵŶŐ�
ĞdĞŵĂ�ĂŶd� ŝŶŇƵǆ�Žf�ŵĂcƌŽphĂŐĞ�ĂŶd�půĂƐŵĂ�pƌŽƚĞŝŶƐ�ƚŽ�ƚhĞ�ĂůvĞŽůĂƌ�ƐpĂcĞ.�ASA�ĂŶd�cŽŵbŝŶĞd�ƚhĞƌĂpy�wŝƚh�DHA�
ƌĞdƵcĞd�ůĞƵkŽcyƚŽƐŝƐ,�MCP-ϭ�ůĞvĞůƐ�ŽŶ�BAL�ĂŶd�ůƵŶŐ�vŝƐcŽĞůĂƐƟc�pƌĞƐƐƵƌĞ,�ĂůƚhŽƵŐh�dŝd�ŶŽƚ�dĞcƌĞĂƐĞ�ŵŽƌƚĂůŝƚy�ĂƐƐŽ-
cŝĂƚĞd�ƚŽ�MA-ARDS. 

 

JƵůŝĂŶĞ�SŝqƵĞŝƌĂ�FƌĂŶcŝƐcŽϭ, GĂbƌŝĞů�CŽƵƚŽ�ThƵƌůĞƌ�KůĞŝŶϮ,�MĂƌcŝĂ�AŶdƌĞĂ�BĂƌŐĞ�LŽƵçãŽ�TĞƌƌĂϭ,�MĂƌcĞůŽ�PĞůĂ-
jŽ�ŵĂchĂdŽϭ� 

ϭFŝŽcƌƵz�-�FƵŶdĂçãŽ�OƐwĂůdŽ�CƌƵz,�ϮIFRJ 

ObƐĞƌvĂ-ƐĞ�ŶĂ�ĞƐqƵŝƐƚŽƐƐŽŵŽƐĞ�Ă�ƌĞĂçãŽ�ŐƌĂŶƵůŽŵĂƚŽƐĂ�cŽŵŽ�Ă�pƌŝŶcŝpĂů�fŽƌŵĂ�dĞ�ĞǆpƌĞƐƐãŽ�pĂƚŽůóŐŝcĂ�ŶŽ�hŽƐpĞ-
dĞŝƌŽ�dĞĮŶŝƟvŽ.�O�cĞŶáƌŝŽ�é�cŽŵpŽƐƚŽ�pĞůĂ�pƌĞƐĞŶçĂ�dŽ�ŽvŽ�dĞ�SchŝƐƚŽƐŽŵĂ,�cŽŵ�ƌĞƐpŽƐƚĂ�ŝŶŇĂŵĂƚóƌŝĂ�ŵĂŝƐ�pƌŽĞ-
ŵŝŶĞŶƚĞ�ŽbƐĞƌvĂdĂ�ŶŽ�İŐĂdŽ,�cŝƌcƵŶdĂdŽ�pŽƌ�céůƵůĂƐ�ŝŶŇĂŵĂƚóƌŝĂƐ�dŝƐpŽƐƚĂƐ�Ğŵ�ƵŵĂ�ŵĂƚƌŝz�ĞǆƚƌĂcĞůƵůĂƌ�ŽƌŐĂŶŝzĂdĂ�
Ğ�cŽŵpĂcƚĂ,�fŽƌŵĂŶdŽ�ƚƌêƐ�zŽŶĂƐ�dŝƐƟŶƚĂƐ.�NĂ�zŽŶĂ�pĞƌŝféƌŝcĂ,�pƌŝŶcŝpĂůŵĞŶƚĞ�ĞŶƚƌĞ�ĮbƌĂƐ�ƌĞƟcƵůĂƌĞƐ,�é�pŽƐƐívĞů�Žb-
ƐĞƌvĂƌ�hĞŵĂƚŽpŽĞƐĞ�ĞǆƚƌĂŵĞdƵůĂƌ,�ĂƚƵĂŶdŽ�dĞ�fŽƌŵĂ�Ă�cŽŵpĞŶƐĂƌ�ŽƵ�ĂƵŵĞŶƚĂƌ�Ă�ƌĞƐpŽƐƚĂ�hĞŵĂƚŽpŽéƟcĂ�dĂ�ŝŶŇĂ-
ŵĂçãŽ.�EƐƚƵdŽƐ�ĂŶƚĞƌŝŽƌĞƐ,�ŝŶcůƵƐŝvĞ�dĞ�ŶŽƐƐŽ�ŐƌƵpŽ,�já�dĞŵŽŶƐƚƌĂƌĂŵ�ƚŽpŽůŽŐŝcĂŵĞŶƚĞ�Ă�pƌĞƐĞŶçĂ�dĞ�hĞŵĂƚŽpŽĞ-
ƐĞ�ĞǆƚƌĂŵĞdƵůĂƌ�ŶŽƐ�ŐƌĂŶƵůŽŵĂƐ,�bĞŵ�cŽŵŽ�dŝfĞƌĞŶçĂƐ�ĞŶcŽŶƚƌĂdĂƐ�ŶĂ�ƌĞƐpŽƐƚĂ�hĞŵĂƚŽpŽéƟcĂ�ŵĞdƵůĂƌ� fƌĞŶƚĞ�à�
ŝŶfĞcçãŽ�ĞƐqƵŝƐƚŽƐƐŽŵóƟcĂ.�NŽ�ĞŶƚĂŶƚŽ,�à� ůƵz�dĂƐ�ŶŽvĂƐ�ƚĞcŶŽůŽŐŝĂƐ�dŝƐpŽŶívĞŝƐ�hŽjĞ,�pƌĞƚĞŶdĞŵŽƐ�dĞƚĂůhĂƌ�Ğ�ĞŶ-
ƚĞŶdĞƌ�ĂƐ�ŵƵdĂŶçĂƐ�dŽ�pĞƌĮů�hĞŵĂƚŽpŽéƟcŽ�ŶĂ�ŝŶfĞcçãŽ�ĞƐqƵŝƐƚŽƐƐŽŵóƟcĂ,�cŽŵ�ĞƐpĞcŝĂů�ĂƚĞŶçãŽ�ĂŽ�ŵŝcƌŽĂŵbŝĞŶ-
ƚĞ�dĂ�hĞŵĂƚŽpŽĞƐĞ�pĞƌŝŐƌĂŶƵůŽŵĂƚŽƐĂ�Ğ�pĞƌŝvĂƐcƵůĂƌ�hĞpáƟcĂ.�PĂƌĂ�ŝƐƐŽ,�cĂŵƵŶdŽŶŐŽƐ�ŵĂchŽƐ�SwŝƐƐ�WĞbƐƚĞƌ�fŽ-
ƌĂŵ�ŝŶfĞcƚĂdŽƐ�ŶŽ�qƵŝŶƚŽ�dŝĂ�dĞ�vŝdĂ�pŽƌ�7Ϭ�cĞƌcáƌŝĂƐ�vŝĂ�pĞƌcƵƚâŶĞĂ�Ğ�ĞƵƚĂŶĂzŝĂdŽƐ�ŶŽ�3ϱº,�4Ϭº,�4ϱº,�ϱϬº�Ğ�6Ϭº�dŝĂ�
póƐ�ŝŶfĞcçãŽ�(dpŝ).�FƌĂŐŵĞŶƚŽƐ�dĞ�İŐĂdŽ�fŽƌĂŵ�cŽůĞƚĂdŽƐ,�ĮǆĂdŽƐ�Ğŵ�fŽƌŵĂůŝŶĂ�dĞ�MŝůůŽŶŝŐ�dĞ�CĂƌƐŽŶ�Ğ�ĞŵbĞbŝdŽƐ�
Ğŵ�pĂƌĂĮŶĂ�ŽƵ�cƌŝŽpƌĞƐĞƌvĂdŽƐ�pĂƌĂ�ƐĞƌĞŵ�ƵƟůŝzĂdŽƐ�ŶĂƐ�ƚécŶŝcĂƐ�hŝƐƚŽůóŐŝcĂƐ,�cŽŵŽ�hĞŵĂƚŽǆŝůŝŶĂ�Ğ�ĞŽƐŝŶĂ,�ƐŝƌŝƵƐ�
ƌĞd�pHϭϬ,Ϯ,�pŝcƌŽƐƐŝƌŝƵƐ,�ĂůcŝĂŶ�bůƵĞ�Ğ�RĞƟcƵůŝŶĂ�dĞ�GŽŵŽƌŝ,�Ğ�dĞ�ŝŵƵŶŽŇƵŽƌĞƐcêŶcŝĂ,�cŽŵ�Ž�ƵƐŽ�dŽƐ�ĂŶƟcŽƌpŽƐ�ĂŶƟ�
Kŝ67,�MMPϵ,�ĮbƌŽŶĞcƟŶĂ,�ĂcƟŶĂ,�ScĂ-ϭ,�vWF�Ğ�CD3ϭ.�A�pĂƌƟƌ�dĞ�4Ϭdpŝ�fŽƌĂŵ�ŽbƐĞƌvĂdŽƐ�ĂůŐƵŶƐ�ŽvŽƐ�ĞƐpĂçĂdŽƐ�Ğ�
ŐƌĂŶdĞƐ� vĂƐŽƐ�hĞpáƟcŽƐ�cŝƌcƵŶdĂdŽƐ�pŽƌ� céůƵůĂƐ� hĞŵĂƚŽpŽéƟcĂƐ,� Ăůéŵ�dĞ� céůƵůĂƐ� ŝŶŇĂŵĂƚóƌŝĂƐ� chĞŐĂŶdŽ�ĂƚƌĂvéƐ�
dŽƐ�ƐŝŶƵƐŽŝdĞƐ.�AŽƐ�ϱϬdpŝ,�pƌŽŐĞŶŝƚŽƌĞƐ�ŵŝĞůŽŝdĞƐ,�ĞŽƐŝŶóĮůŽƐ�ŵĂdƵƌŽƐ�Ğ�ŝŵĂƚƵƌŽƐ�Ğ�ŶĞƵƚƌóĮůŽƐ�já�fŽƌĂŵ�ŝdĞŶƟĮcĂ-


