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Background: O x a l i p l a t i n i s a n i n t e g r a l c o m p o n e n t o f c o l o r e c t a l c a n c e r t r e a t m e n t , b u t i t s u s e i s l i m i t e d b y n e u r o t o x i c i t y .

T h e C o m b i n e d O x a l i p l a t i n N e u r o t o x i c i t y P r e v e n t i o n T r i a l ( C O N c e P T ) t e s t e d i n t e r m i t t e n t o x a l i p l a t i n ( I O ) a d m i n i s t r a t i o n a n d

t h e u s e o f c o n c u r r e n t c a l c i u m a n d m a g n e s i u m s a l t s ( C a / M g ) , t w o m o d i fic a t i o n s i n t e n d e d t o r e d u c e n e u r o t o x i c i t y a n d

e x t e n d t h e d u r a t i o n o f t r e a t m e n t .

P at i e nt s and m e t h ods : I n t h i s t r i a l i n v o l v i n g d o u b l e r a n d o m i z a t i o n , 140 p a t i e n t s w e r e r a n d o m i z e d t o r e c e i v e m o d i fi e d

F O L F O X 7 p l u s b e v a c i z u m a b w i t h I O ( e i g h t - c y c l e b l o c k s o f o x a l i p l a t i n t r e a t m e n t ) v e r s u s c o n t i n u o u s o x a l i p l a t i n ( C O ) ; a n d

C a / M g v e r s u s p l a c e b o ( p r e - a n d p o s t o x a l i p l a t i n i n f u s i o n ) . T h e p r i m a r y e n d p o i n t w a s t i m e - t o - t r e a t m e n t f a i l u r e ( T T F ) .

R e s ul t s : O n e h u n d r e d t h i r t y - n i n e p a t i e n t s w e r e e n t e r e d a n d t r e a t e d u p t o t h e p o i n t o f e a r l y s t u d y t e r m i n a t i o n d u e t o c o n -

c e r n s b y t h e d a t a - m o n i t o r i n g c o m m i t t e e ( D M C ) t h a t C a / M g a d v e r s e l y a f f e c t e d t u m o r r e s p o n s e . T u m o r r e s p o n s e w a s n o t

a s t u d y e n d p o i n t . G i v e n D M C c o n c e r n s , a n a d d i t i o n a l i n d e p e n d e n t , b l i n d e d r a d i o l o g y r e v i e w o f a l l i m a g e s s h o w e d n o

a d v e r s e e f f e c t o f t r e a t m e n t s c h e d u l e o r C a / M g o n r e s p o n s e b y R e s p o n s e E v a l u a t i o n C r i t e r i a I n S o l i d T u m o r s . T h e I O

s c h e d u l e w a s s u p e r i o r t o C O [ h a z a r d r a t i o ( H R ) = 0 . 581, P = 0 . 0 0 26] f o r b o t h T T F a n d t i m e - t o - t u m o r p r o g r e s s i o n ( T T P )

( H R = 0 . 533, P = 0 . 0 47) .

C oncl us i ons : A n I O d o s i n g s c h e d u l e h a d a s i g n i fi c a n t b e n e fi t o n b o t h T T F a n d T T P v e r s u s C O d o s i n g i n t h i s t r i a l

d e s p i t e t h e v e r y a t t e n u a t e d s a m p l e . T h e r e w a s n o e f f e c t o f C a / M g o n r e s p o n s e .

K e y w ords : b e v a c i z u m a b , c a l c i u m a n d m a g n e s i u m s a l t s , c o l o r e c t a l c a n c e r , F O L F O X , i n t e r m i t t e n t , d r u g - i n d u c e d n e u r o t o x i c i t y

introduc tion

Oxaliplatin with infusional 5-fluor our ac il ( 5-F U ) and le uc ov -
or in ( L V ) ( F OL F OX ) is an e stab lishe d tr e atm e nt of m e tastatic

c olor e c tal c anc e r ( C R C ) [1–5] . Oxaliplatin-b ase d the r apy also

shows im pr ov e d e ffi c ac y c om b ine d with b e v ac iz um ab ( B E V )

[6–8] ; howe v e r , ne ur otoxic ity is a d ose -lim iting ad v e r se e v e nt

( A E ) for oxaliplatin [3, 4, 9, 10 ] and the m axim al b e ne fit

of B E V c annot b e ac hie v e d without tr e atm e nt to d ise ase
pr og r e ssion [7] . T his ne c e ssitate s a str ate g y to ‘optim iz e ’ use

of oxaliplatin. I nte r m itte nt oxaliplatin ( I O) ad m inistr ation

and pr ophy lac tic c alc ium / m ag ne sium salts ( C a/ M g ) ar e two

tr e atm e nt m od ifi c ations that m ay r e d uc e ne ur otoxic ity , allow-
ing m or e e xte nd e d use of oxaliplatin [11, 12 ] .

W e r e por t the find ing s of C om b ine d Oxaliplatin N e ur otoxic ity

P r e v e ntion T r ial ( C ON c e P T ) . T he ob j e c tiv e was to c om par e

e ffic ac y and safe ty ( inc lud ing ne ur otoxic ity ) of I O ± C a/ M g v e r sus

c ontinuous oxaliplatin ( C O) ± C a/ M g as fir st-line tr e atm e nt in

patie nts with ad v anc e d C R C r e c e iv ing m od ifie d F OL F OX 7
( m F OL F OX ) plus B E V . P atie nts we r e or ig inally r and om iz e d to

r e c e iv e e ithe r C a/ M g or plac e b o c om b ine d with the I O or C O

r e g im e n; howe v e r , a pr otoc ol am e nd m e nt afte r 140 patie nts e n-

r olle d allowe d C a/ M g pr ophy laxis in all patie nts [13, 14] . A n un-

planne d inte r im analy sis b y the d ata-m onitor ing c om m itte e

( D M C ) ind ic ate d a possib le ne g ativ e e ffe c t of C a/ M g on tum or r e -

sponse ( whic h was not a stud y e nd point) ; the stud y was te r m i-
nate d , with tr e atm e nt and follow-up of all patie nts im m e d iate ly

stoppe d pe r D M C m and ate . H e r e in, e ffic ac y and safe ty d ata ar e

pr e se nte d for patie nts r and om iz e d to the or ig inal 2 × 2 fac tor ial

d e sig n.†H H a n d A G a r e c o - fir s t a u t h o r s .
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