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Medical malpractice redefined
Editorial
Vassilios Barbounis

In the series of invited contributions on topics pertaining to the broader notions of practicing
medicine; ethics; economy; oncology as a form of art; good clinical practice; and research -to
name but a few without covering the entire list- the current issue hosts an outstanding article
[FCO 2013 Mar; 4(1):9-25] on medical malpractice.
The article in question contains an exhaustive analysis of all aspects of this very important
subject that is likely to be dealt with by most -if not all- doctors at some point in their careers.
Medical malpractice is a social dimension of modern medicine that concerns citizens,
healthcare professionals, insurance and welfare agencies, the justice system and the state. The
mere fact that most claims are dropped, withdrawn or dismissed does not moderate the
issue’s substance.
The author refers extensively to the importance of cost, alluding to the increase of civil liability
premiums for healthcare professionals, as well as to the tremendous escalation of healthcare
provision costs -a question of great concern in these times of financial crisis.
He distinguishes among the various types and degrees of medical malpractice and makes
particular notice of the pharmaceutical industry and/or government agency responsibilities.
It goes without saying that this phenomenon acquires momentous significance within the
context of oncology, with emphasis on experimental treatments and the debate on the
promotion of research and science being tempered by safety and the avoidance of doing harm.
The importance of informed consent prior to therapy is also highlighted.
Defensive medicine practices take up a key place in the article, along with the social and
financial cost they entail, as well as the wholesome practice of medicine with a concomitant
service quality assurance.
Last but not least, the author suggests recommendations aimed at helping avoid unpleasant
situations and contribute to the improvement of patient-physician relations; but mainly they
improve the level of service -which, in the final analysis, is the ultimate goal.
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Ë ‰ﬁÛË Ú¤ÂÈ Ó· ÌÂÈÒÓÂÙ·È ¤Ó· Â›Â‰Ô, Û‡ÌÊˆÓ· ÌÂ ÙÔÓ ›Ó·Î· 1 ·Ú·Î¿Ùˆ, ÁÈ· ÙÔ˘˜ ÂﬁÌÂÓÔ˘˜ Î‡ÎÏÔ˘˜: – √˘‰ÂÙÂÚÔÂÓ›· < 500/mm3
Ô˘ ‰È·ÚÎÂ› ÁÈ· ÂÚÈÛÛﬁÙÂÚÂ˜ ·ﬁ 5 ËÌ¤ÚÂ˜ ‹ Û˘ÓÔ‰Â‡ÂÙ·È ÌÂ ˘ÚÂÙﬁ ‹ ÏÔ›ÌˆÍË – £ÚÔÌ‚ÔÂÓ›· < 25.000/mm3 – ∞‡ÍËÛË ÙË˜ ¯ÔÏÂÚ˘ıÚ›ÓË˜ > ULN ‹/Î·È ·ÏÎ·ÏÈÎ‹ ÊˆÛÊ·Ù¿ÛË > 2,5 x ULN – ∞‡ÍËÛË ÛÙÈ˜ ·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛÂ˜ (AST ‹ ALT) > 2,5 x ULN (ÌÔÓÔıÂÚ·Â›·) ‹ > 5 x
ULN (ıÂÚ·Â›· Û˘Ó‰˘·ÛÌÔ‡), Ë ÔÔ›· ‰ÂÓ ·ÔÎ·ı›ÛÙ·Ù·È ¤ˆ˜ ÙËÓ ËÌ¤Ú· 21 – √ÈÂÛ‰‹ÔÙÂ ¿ÏÏÂ˜ ·ÓÂÈı‡ÌËÙÂ˜ ·ÓÙÈ‰Ú¿ÛÂÈ˜ ‚·ıÌÔ‡ 3 ‹ 4
(ﬁˆ˜ Ó·˘Ù›·, ¤ÌÂÙÔ˜, ÎﬁˆÛË). ∞ÊÔ‡ ÌÂÈˆıÂ› Ë ‰ﬁÛË ÂÍ·ÈÙ›·˜ ÙÔÍÈÎﬁÙËÙ·˜, ‰ÂÓ ÚÔÙÂ›ÓÂÙ·È ·‡ÍËÛË ÙË˜ ‰ﬁÛË˜ ÛÙÔ˘˜ ÂﬁÌÂÓÔ˘˜ Î‡ÎÏÔ˘˜.
∂¿Ó Â·ÓÂÌÊ·ÓÈÛÙÂ› ÔÈ·‰‹ÔÙÂ ·ﬁ ·˘Ù¤˜ ÙÈ˜ ÙÔÍÈÎﬁÙËÙÂ˜ ÛÂ ÂﬁÌÂÓÔ˘˜ Î‡ÎÏÔ˘˜ ÛÂ ·ÛıÂÓ‹ Ô ÔÔ›Ô˜ ·ÚÔ˘ÛÈ¿˙ÂÈ ÎÏÈÓÈÎﬁ ﬁÊÂÏÔ˜, Ë ‰ﬁÛË
ÌÔÚÂ› Ó· ÌÂÈˆıÂ› ÂÚ·ÈÙ¤Úˆ (‚Ï¤Â ·Ú·Î¿Ùˆ). ¶·Ú¿ÁÔÓÙÂ˜ ‰È¤ÁÂÚÛË˜ ·ÔÈÎÈÒÓ ÌÔÚÔ‡Ó Ó· ¯ÔÚËÁÔ‡ÓÙ·È ÁÈ· ·ÈÌ·ÙÔÏÔÁÈÎ‹ ÙÔÍÈÎﬁÙËÙ·
Û‡ÌÊˆÓ· ÌÂ ÙËÓ ÙÔÈÎ‹ Û˘Ó‹ıË Ú·ÎÙÈÎ‹. ¶›Ó·Î·˜ 1: ¶›Ó·Î·˜ ÙÚÔÔÔ›ËÛË˜ ‰ﬁÛÂˆÓ ÁÈ· ÙÔ Yondelis (ˆ˜ ÌÔÓﬁ˜ ·Ú¿ÁÔÓÙ·˜ ÁÈ· Û¿ÚÎˆÌ· Ì·Ï·ÎÒÓ ÌÔÚ›ˆÓ (STS) ‹ ÛÂ Û˘Ó‰˘·ÛÌﬁ ÁÈ· Î·ÚÎ›ÓÔ ÙˆÓ ˆÔıËÎÒÓ) Î·È PLD

∂Ó·ÚÎÙ‹ÚÈ· ‰ﬁÛË
¶ÚÒÙË ÌÂ›ˆÛË
¢Â‡ÙÂÚË ÌÂ›ˆÛË

™¿ÚÎˆÌ· ª·Ï·ÎÒÓ ªÔÚ›ˆÓ
Àondellis
1,5 mg/m2
1,2 mg/m2
1 mg/m2

∫·ÚÎ›ÓÔ˜ øÔıËÎÒÓ
Yondelis
1,1 mg/m2
0,9 mg/m2
0,75 mg/m2

PLD
30 mg/m2
25 mg/m2
20 mg/m2

µÏ¤Â ÙËÓ SmPC ÙË˜ PLD ÁÈ· ÏÂÙÔÌÂÚ¤ÛÙÂÚÂ˜ ÏËÚÔÊÔÚ›Â˜ ÁÈ· ÙÈ˜ Ú˘ıÌ›ÛÂÈ˜ ‰ﬁÛÂˆÓ PLD. ™ÙËÓ ÂÚ›ÙˆÛË ﬁÔ˘ Â›Ó·È ··Ú·›ÙËÙÂ˜
ÂÚ·ÈÙ¤Úˆ ÌÂÈÒÛÂÈ˜ ÙË˜ ‰ﬁÛË˜, ı· Ú¤ÂÈ Ó· ÂÍÂÙ¿˙ÂÙ·È Ë ‰È·ÎÔ‹ ÙË˜ ıÂÚ·Â›·˜. ¢È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜: ™Â ÎÏÈÓÈÎ¤˜ ‰ÔÎÈÌ¤˜, ‰ÂÓ ˘‹Ú¯·Ó ÚÔÎ·ıÔÚÈÛÌ¤Ó· ﬁÚÈ· ÛÙÔÓ ·ÚÈıÌﬁ ÙˆÓ Î‡ÎÏˆÓ Ô˘ ¯ÔÚËÁÔ‡ÓÙ·Ó. ∏ ıÂÚ·Â›· Û˘ÓÂ¯›˙ÔÓÙ·Ó ﬁÛÔ ‰È·ÚÎÔ‡ÛÂ ÙÔ ÎÏÈÓÈÎﬁ ﬁÊÂÏÔ˜. ∆Ô
Yondelis ¯ÔÚËÁ‹ıËÎÂ ÁÈ· 6 ‹ ÂÚÈÛÛﬁÙÂÚÔ˘˜ Î‡ÎÏÔ˘˜ ÛÂ 29,5% Î·È 52% ÙˆÓ ·ÛıÂÓÒÓ Ô˘ ·ÓÙÈÌÂÙˆ›ÛÙËÎ·Ó ıÂÚ·Â˘ÙÈÎ¿ ÌÂ ÌÔÓÔıÂÚ·Â›· Î·È ‰ﬁÛË Û˘Ó‰˘·ÛÌÔ‡ Î·È ÙÔ ÚﬁÁÚ·ÌÌ·, ·ÓÙ›ÛÙÔÈ¯·. ∆· Û¯‹Ì·Ù· ÌÔÓÔıÂÚ·Â›·˜ Î·È Û˘Ó‰˘·ÛÌÔ‡ ¯ÚËÛÈÌÔÔÈ‹ıËÎ·Ó ÁÈ· ¤ˆ˜ 38 Î·È
21 Î‡ÎÏÔ˘˜, ·ÓÙ›ÛÙÔÈ¯·. ¢ÂÓ ·Ú·ÙËÚ‹ıËÎ·Ó ÛˆÚÂ˘ÙÈÎ¤˜ ÙÔÍÈÎﬁÙËÙÂ˜ ÛÂ ·ÛıÂÓÂ›˜ Ô˘ ·ÓÙÈÌÂÙˆ›ÛÙËÎ·Ó ÌÂ ÔÏÏ·ÏÔ‡˜ Î‡ÎÏÔ˘˜. ¶·È‰È·ÙÚÈÎﬁ˜ ÏËı˘ÛÌﬁ˜: ∆Ô Yondelis ‰ÂÓ Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÂ›Ù·È ÛÂ ·È‰È¿ ËÏÈÎ›·˜ Î¿Ùˆ ÙˆÓ 18 ÂÙÒÓ ÌÂ ·È‰È·ÙÚÈÎ¿ Û·ÚÎÒÌ·Ù· ÁÈ·
ÏﬁÁÔ˘˜ ·ÌÊ›‚ÔÏË˜ ·ÔÙÂÏÂÛÌ·ÙÈÎﬁÙËÙ·˜. ∏ÏÈÎÈˆÌ¤ÓÔÈ ·ÛıÂÓÂ›˜: ¢ÂÓ ¤¯Ô˘Ó ‰ÈÂÍ·¯ıÂ› ÂÈ‰ÈÎ¤˜ ÌÂÏ¤ÙÂ˜ ÛÂ ËÏÈÎÈˆÌ¤ÓÔ˘˜ ·ÛıÂÓÂ›˜. ™˘ÓÔÏÈÎ¿ ÙÔ 20% ·ﬁ ÙÔ˘˜ 1.164 ·ÛıÂÓÂ›˜ ÛÙÈ˜ ÔÏÔÎÏËÚˆÌ¤ÓÂ˜ ·Ó·Ï‡ÛÂÈ˜ ·ÛÊ·ÏÂ›·˜ ÎÏÈÓÈÎÒÓ ÌÂÏÂÙÒÓ ÌÔÓÔıÂÚ·Â›·˜ ‹Ù·Ó ¿Óˆ ÙˆÓ 65 ÂÙÒÓ.
∞ﬁ ÙÔ˘˜ 333 ·ÛıÂÓÂ›˜ ÌÂ Î·ÚÎ›ÓÔ ÙˆÓ ˆÔıËÎÒÓ Ô˘ ¤Ï·‚·Ó ÙÚ·‚ÂÎÙÂ‰›ÓË ÛÂ Û˘Ó‰˘·ÛÌﬁ ÌÂ PLD, 24% ‹Ù·Ó ËÏÈÎ›·˜ 65 ÂÙÒÓ ‹ ÌÂÁ·Ï‡ÙÂÚÔÈ Î·È 6% ‹Ù·Ó ¿Óˆ ÙˆÓ 75 ÂÙÒÓ. ¢ÂÓ ·Ú·ÙËÚ‹ıËÎ·Ó Û¯ÂÙÈÎ¤˜ ‰È·ÊÔÚ¤˜ ÛÙÔ ÚÔÊ›Ï ·ÛÊ·ÏÂ›·˜ ÛÂ ·˘ÙﬁÓ ÙÔÓ ÏËı˘ÛÌﬁ ·ÛıÂÓÒÓ. º·›ÓÂÙ·È ﬁÙÈ Ë Î¿ı·ÚÛË Ï¿ÛÌ·ÙÔ˜ Î·È Ô ﬁÁÎÔ˜ Î·Ù·ÓÔÌ‹˜ ÙË˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜ ‰ÂÓ ÂËÚÂ¿˙ÂÙ·È ·ﬁ ÙËÓ ËÏÈÎ›·. ø˜ ÂÎ ÙÔ‡ÙÔ˘, ‰ÂÓ Û˘ÓÈÛÙÒÓÙ·È Ú˘ıÌ›ÛÂÈ˜ ÙˆÓ ‰ﬁÛÂˆÓ ÌÂ ‚¿ÛË ·ÔÎÏÂÈÛÙÈÎ¿ Ù· ËÏÈÎÈ·Î¿ ÎÚÈÙ‹ÚÈ·. ∞ÛıÂÓÂ›˜ ÌÂ Ë·ÙÈÎ‹ ‰˘ÛÏÂÈÙÔ˘ÚÁ›·: ¢ÂÓ ¤¯Ô˘Ó ‰ÈÂÍ·¯ıÂ› ÌÂÏ¤ÙÂ˜
ÌÂ ÙÔ ÚÔÙÂÈÓﬁÌÂÓÔ Û¯‹Ì· ÛÂ ·ÛıÂÓÂ›˜ ÌÂ Ë·ÙÈÎ‹ ‰˘ÛÏÂÈÙÔ˘ÚÁ›·. ŒÙÛÈ, ‰ÂÓ ‰È·Ù›ıÂÓÙ·È ‰Â‰ÔÌ¤Ó· ÒÛÙÂ Ó· ÚÔÙ·ıÂ› ÌÈÎÚﬁÙÂÚË ÂÓ·ÚÎÙ‹ÚÈ· ‰ﬁÛË ÛÂ ·ÛıÂÓÂ›˜ ÌÂ Ë·ÙÈÎ‹ ‰˘ÛÏÂÈÙÔ˘ÚÁ›·. øÛÙﬁÛÔ, Û˘ÓÈÛÙ¿Ù·È È‰È·›ÙÂÚË ÚÔÛÔ¯‹ Î·È ÌÔÚÂ› Ó· ··ÈÙÔ‡ÓÙ·È Ú˘ıÌ›ÛÂÈ˜ ÙË˜ ‰ﬁÛË˜
ÛÂ ·˘ÙÔ‡˜ ÙÔ˘˜ ·ÛıÂÓÂ›˜ Î·ıÒ˜ ·˘Í¿ÓÂÙ·È Èı·Ó¿ Ë Û˘ÛÙËÌ·ÙÈÎ‹ ¤ÎıÂÛË Î·È ÌÔÚÂ› Ó· ·˘Í¿ÓÂÙ·È Ô Î›Ó‰˘ÓÔ˜ Ë·ÙÔÙÔÍÈÎﬁÙËÙ·˜. √È ·ÛıÂÓÂ›˜ ÌÂ ·˘ÍËÌ¤ÓË ¯ÔÏÂÚ˘ıÚ›ÓË ‰ÂÓ Ú¤ÂÈ Ó· ·ÓÙÈÌÂÙˆ›˙ÔÓÙ·È ıÂÚ·Â˘ÙÈÎ¿ ÌÂ Yondelis (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.4). ∞ÛıÂÓÂ›˜ ÌÂ ÓÂÊÚÈÎ‹ ‰˘ÛÏÂÈÙÔ˘ÚÁ›·: ¢ÂÓ ¤¯Ô˘Ó ‰ÈÂÍ·¯ıÂ› ÌÂÏ¤ÙÂ˜ ÔÈ ÔÔ›Â˜ Ó· ÂÚÈÏ·Ì‚¿ÓÔ˘Ó ·ÛıÂÓÂ›˜ ÌÂ ÓÂÊÚÈÎ‹ ·ÓÂ¿ÚÎÂÈ· (Î¿ı·ÚÛË ÎÚÂ·ÙÈÓ›ÓË˜ < 30 ml/ÏÂÙﬁ
ÁÈ· ÙË ÌÔÓÔıÂÚ·Â›·, Î·È < 60 ml/ÏÂÙﬁ ÁÈ· ÙÔ Û¯‹Ì· Û˘Ó‰˘·ÛÌÔ‡) Î·È ˆ˜ ÂÎ ÙÔ‡ÙÔ˘ ÙÔ Yondelis ‰ÂÓ Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÂ›Ù·È ÛÂ ·˘ÙﬁÓ
ÙÔÓ ÏËı˘ÛÌﬁ ·ÛıÂÓÒÓ (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.4). ¢Â‰ÔÌ¤ÓˆÓ ÙˆÓ Ê·ÚÌ·ÎÔÎÈÓËÙÈÎÒÓ ¯·Ú·ÎÙËÚÈÛÙÈÎÒÓ ÙË˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜, ‰ÂÓ ˘¿Ú¯ÂÈ ÂÁÁ‡ËÛË ÁÈ· Ú˘ıÌ›ÛÂÈ˜ ‰ﬁÛÂˆÓ ÛÂ ·ÛıÂÓÂ›˜ ÌÂ ‹È· ‹ Ì¤ÙÚÈ· ÓÂÊÚÈÎ‹ ‰˘ÛÏÂÈÙÔ˘ÚÁ›·. ª¤ıÔ‰Ô˜ ¯ÔÚ‹ÁËÛË˜: ™˘ÓÈÛÙ¿Ù·È ¤ÓıÂÚÌ· Ë ÂÓ‰ÔÊÏ¤‚È·
¯ÔÚ‹ÁËÛË Ì¤Ûˆ ÎÂÓÙÚÈÎ‹˜ ÊÏÂ‚ÈÎ‹˜ ÁÚ·ÌÌ‹˜. °È· Ô‰ËÁ›Â˜ ·Ó·ÊÔÚÈÎ¿ ÌÂ ÙËÓ ·Ó·Û‡ÛÙ·ÛË Î·È ÙËÓ ·Ú·›ˆÛË ÙÔ˘ Ê·ÚÌ·ÎÂ˘ÙÈÎÔ‡ ÚÔ˚ﬁÓÙÔ˜
ÚÈÓ ÙË ¯ÔÚ‹ÁËÛË, ‚Ï. ·Ú¿ÁÚ·ÊÔ 6.6. 4.3 ∞ÓÙÂÓ‰Â›ÍÂÈ˜: – ÀÂÚÂ˘·ÈÛıËÛ›· ÛÙËÓ ÙÚ·‚ÂÎÙÂ‰›ÓË ‹ ÛÂ Î¿ÔÈÔ ·ﬁ Ù· ¤Î‰Ô¯· – ÀÊÈÛÙ¿ÌÂÓË
ÛÔ‚·Ú‹ ‹ ÌË ÂÏÂÁ¯ﬁÌÂÓË ÏÔ›ÌˆÍË – °·ÏÔ˘¯›· (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.6) – ™˘Ó‰˘·ÛÌﬁ˜ ÌÂ ÂÌ‚ﬁÏÈÔ Î›ÙÚÈÓÔ˘ ˘ÚÂÙÔ‡ (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.4). 4.4
∂È‰ÈÎ¤˜ ÚÔÂÈ‰ÔÔÈ‹ÛÂÈ˜ Î·È ÚÔÊ˘Ï¿ÍÂÈ˜ Î·Ù¿ ÙË ¯Ú‹ÛË: ∏·ÙÈÎ‹ ‰˘ÛÏÂÈÙÔ˘ÚÁ›·: √È ·ÛıÂÓÂ›˜ ı· Ú¤ÂÈ Ó· ÏËÚÔ‡Ó ÂÈ‰ÈÎ¿ ÎÚÈÙ‹ÚÈ·
ˆ˜ ÚÔ˜ ÙÈ˜ ·Ú·Ì¤ÙÚÔ˘˜ ÙË˜ Ë·ÙÈÎ‹˜ ÏÂÈÙÔ˘ÚÁ›·˜ ÁÈ· Ó· ·Ú¯›ÛÔ˘Ó ıÂÚ·Â›· ÌÂ Yondelis. ∫·ıÒ˜ Èı·ÓÒ˜ ·˘Í¿ÓÂÙ·È Ë Û˘ÛÙËÌ·ÙÈÎ‹ ¤ÎıÂÛË ÛÙËÓ ÙÚ·‚ÂÎÙÂ‰›ÓË ÏﬁÁˆ Ë·ÙÈÎ‹˜ ‰˘ÛÏÂÈÙÔ˘ÚÁ›·˜ Î·È ÂÔÌ¤Óˆ˜ ÌÔÚÂ› Ó· ·˘ÍËıÂ› Ô Î›Ó‰˘ÓÔ˜ Ë·ÙÔÙÔÍÈÎﬁÙËÙ·˜, ÔÈ ·ÛıÂÓÂ›˜ ÌÂ ÎÏÈÓÈÎ¿ Û¯ÂÙÈÎ¤˜ Ë·ÙÈÎ¤˜ ÓﬁÛÔ˘˜, ﬁˆ˜ ÂÓÂÚÁ‹ ¯ÚﬁÓÈ· Ë·Ù›ÙÈ‰·, Ú¤ÂÈ Ó· ·Ú·ÎÔÏÔ˘ıÔ‡ÓÙ·È ÛÙÂÓ¿ Î·È Ó· Ú˘ıÌ›˙ÂÙ·È Ë ‰ﬁÛË, ÂÊﬁÛÔÓ
··ÈÙÂ›Ù·È. √È ·ÛıÂÓÂ›˜ ÌÂ ·˘ÍËÌ¤ÓË ¯ÔÏÂÚ˘ıÚ›ÓË ‰ÂÓ Ú¤ÂÈ Ó· ˘Ô‚¿ÏÏÔÓÙ·È ÛÂ ıÂÚ·Â›· ÌÂ ÙÚ·‚ÂÎÙÂ‰›ÓË (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.2). ¡ÂÊÚÈÎ‹ ‰˘ÛÏÂÈÙÔ˘ÚÁ›·: ∏ Î¿ı·ÚÛË ÎÚÂ·ÙÈÓ›ÓË˜ Ú¤ÂÈ Ó· ·Ú·ÎÔÏÔ˘ıÂ›Ù·È ÚÈÓ Î·È Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜. ∆· Û¯‹Ì·Ù· ÌÔÓÔıÂÚ·Â›·˜ Î·È Û˘Ó‰˘·ÛÌÔ‡ ÌÂ Yondelis ‰ÂÓ Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÔ‡ÓÙ·È ÛÂ ·ÛıÂÓÂ›˜ ÌÂ Î¿ı·ÚÛË ÎÚÂ·ÙÈÓ›ÓË˜ < 30 ml/ÏÂÙﬁ Î·È < 60 ml/ÏÂÙﬁ
·ÓÙ›ÛÙÔÈ¯· (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.2). √˘‰ÂÙÂÚÔÂÓ›· Î·È ıÚÔÌ‚ÔÂÓ›·: Œ¯Ô˘Ó ·Ó·ÊÂÚıÂ› ÔÏ‡ Û˘¯Ó¿ ‚·ıÌÔ‡ 3 ‹ 4 Ô˘‰ÂÙÂÚÔÂÓ›· Î·È ıÚÔÌ‚ÔÂÓ›· Ô˘ Û¯ÂÙ›˙ÔÓÙ·È ÌÂ ÙË ıÂÚ·Â›· ÌÂ Yondelis. £· Ú¤ÂÈ Ó· ‰ÈÂÍ¿ÁÂÙ·È Ï‹ÚÂ˜ ·ÈÌÔ‰È¿ÁÚ·ÌÌ· Û˘ÌÂÚÈÏ·Ì‚·ÓÔÌ¤ÓÔ˘ ‰È·ÊÔÚÈÎÔ‡
Î·È Ì¤ÙÚËÛË ·ÚÈıÌÔ‡ ·ÈÌÔÂÙ·Ï›ˆÓ ÚÈÓ ÙËÓ ¤Ó·ÚÍË, Â‚‰ÔÌ·‰È·›ˆ˜ ÁÈ· ÙÔ˘˜ ÚÒÙÔ˘˜ ‰‡Ô Î‡ÎÏÔ˘˜ Î·È ÛÙË Û˘Ó¤¯ÂÈ· Ì›· ÊÔÚ¿ ÌÂÙ·Í‡ ÙˆÓ
Î‡ÎÏˆÓ (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.2). √È ·ÛıÂÓÂ›˜ ÔÈ ÔÔ›ÔÈ ÂÌÊ·Ó›˙Ô˘Ó ˘ÚÂÙﬁ ı· Ú¤ÂÈ Ó· ·Ó·˙ËÙ‹ÛÔ˘Ó ¤ÁÎ·ÈÚ· È·ÙÚÈÎ‹ ÊÚÔÓÙ›‰·. ∂¿Ó ·Ú·ÙËÚËıÂ› ·˘Ùﬁ, ı· Ú¤ÂÈ Ó· ÍÂÎÈÓ‹ÛÂÈ ¿ÌÂÛ· ˘ÔÛÙËÚÈÎÙÈÎ‹ ıÂÚ·Â›·. ∆Ô Yondelis ‰ÂÓ Ú¤ÂÈ Ó· ¯ÔÚËÁÂ›Ù·È ÛÂ ·ÛıÂÓÂ›˜ ÌÂ ·ÚÈıÌﬁ Ô˘‰ÂÙÂÚÔÊ›ÏˆÓ ·Ó·ÊÔÚ¿˜ ÌÈÎÚﬁÙÂÚÔ ·ﬁ 1.500 Î‡ÙÙ·Ú·/mm3 Î·È ·ÚÈıÌﬁ ·ÈÌÔÂÙ·Ï›ˆÓ ÌÈÎÚﬁÙÂÚÔ ·ﬁ 100.000 Î‡ÙÙ·Ú·/mm3. ∂¿Ó ·Ú·ÙËÚËıÂ› ÛÔ‚·Ú‹ Ô˘‰ÂÙÂÚÔÂÓ›· (ANC < 500 Î‡ÙÙ·Ú·/mm3) Ô˘ ‰È·ÚÎÂ› ÂÚÈÛÛﬁÙÂÚÂ˜ ·ﬁ 5 ËÌ¤ÚÂ˜ ‹ Û˘ÓÔ‰Â‡ÂÙ·È ÌÂ ÙËÓ ÂÌÊ¿ÓÈÛË ˘ÚÂÙÔ‡
‹ ÏÔ›ÌˆÍË˜, Û˘ÛÙ‹ÓÂÙ·È Ë ÌÂ›ˆÛË ÙˆÓ ‰ﬁÛÂˆÓ (‚Ï¤Â ÂÓﬁÙËÙ· 4.2). ¡·˘Ù›· Î·È ¤ÌÂÙÔ˜: ¶Ú¤ÂÈ Ó· ¯ÔÚËÁÂ›Ù·È ·ÓÙÈÂÌÂÙÈÎ‹ ÚÔÊ‡Ï·ÍË ÌÂ
ÎÔÚÙÈÎÔÛÙÂÚÔÂÈ‰‹ ﬁˆ˜ ‰ÂÍ·ÌÂı·˙ﬁÓË ÛÂ ﬁÏÔ˘˜ ÙÔ˘˜ ·ÛıÂÓÂ›˜ (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.2). ƒ·‚‰ÔÌ˘ﬁÏ˘ÛË Î·È ÛÔ‚·Ú¤˜ ·˘Í‹ÛÂÈ˜ ÙË˜ CPK (>
5 x ULN): ¢ÂÓ Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÂ›Ù·È ÙÚ·‚ÂÎÙÂ‰›ÓË ÛÂ ·ÛıÂÓÂ›˜ ÌÂ CPK > 2,5 x ULN (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.2). Œ¯ÂÈ ·Ó·ÊÂÚıÂ› ﬁ¯È Û˘¯Ó¿
Ú·‚‰ÔÌ˘ﬁÏ˘ÛË, Û˘Ó‹ıˆ˜ ÛÂ Û˘Ó‰˘·ÛÌﬁ ÌÂ Ì˘ÂÏÔÙÔÍÈÎﬁÙËÙ·, ÛÔ‚·Ú¤˜ ÌË Ê˘ÛÈÔÏÔÁÈÎ¤˜ ‰ÔÎÈÌ·Û›Â˜ Ë·ÙÈÎ‹˜ ÏÂÈÙÔ˘ÚÁ›·˜ ‹/Î·È ÓÂÊÚÈÎ‹
‹ ÔÏ˘ÔÚÁ·ÓÈÎ‹ ·ÓÂ¿ÚÎÂÈ·. ∂ÔÌ¤Óˆ˜, ı· Ú¤ÂÈ Ó· ·Ú·ÎÔÏÔ˘ıÂ›Ù·È ÛÙÂÓ¿ Ë CPK ﬁÔÙÂ ¤Ó·˜ ·ÛıÂÓ‹˜ ÌÔÚÂ› Ó· ·ÚÔ˘ÛÈ¿˙ÂÈ ÔÈ·‰‹ÔÙÂ ·ﬁ ·˘Ù¤˜ ÙÈ˜ ÙÔÍÈÎﬁÙËÙÂ˜ ‹ Ì˘˚Î‹ ·‰˘Ó·Ì›· ‹ Ì˘˚Îﬁ ﬁÓÔ. ∂¿Ó Ï¿‚ÂÈ ¯ÒÚ· Ú·‚‰ÔÌ˘ﬁÏ˘ÛË, ı· Ú¤ÂÈ Ó· ÂÊ·ÚÌÔÛÙÔ‡Ó ¤ÁÎ·ÈÚ· ˘ÔÛÙËÚÈÎÙÈÎ¿ Ì¤ÙÚ· ﬁˆ˜ ·ÚÂÓÙÂÚÈÎ‹ ÂÓ˘‰¿ÙˆÛË, ·ÏÎ·ÏÔÔ›ËÛË ÙˆÓ Ô‡ÚˆÓ Î·È ·ÈÌÔ‰È‡ÏÈÛË, ﬁˆ˜ ÂÓ‰Â›ÎÓ˘Ù·È. ∏ ıÂÚ·Â›· ÌÂ Yondelis ı·
Ú¤ÂÈ Ó· ‰È·ÎÔÂ› Ì¤¯ÚÈ ÙËÓ Ï‹ÚË ·Ó¿ÚÚˆÛË ÙÔ˘ ·ÛıÂÓ‹. £· Ú¤ÂÈ Ó· ÏËÊıÔ‡Ó ÚÔÊ˘Ï¿ÍÂÈ˜ Â¿Ó ¯ÔÚËÁÔ‡ÓÙ·È Ù·˘Ùﬁ¯ÚÔÓ· ÌÂ ÙÚ·‚ÂÎÙÂ‰›ÓË Ê·ÚÌ·ÎÂ˘ÙÈÎ¿ ÚÔ˚ﬁÓÙ· Ô˘ Û¯ÂÙ›˙ÔÓÙ·È ÌÂ Ú·‚‰ÔÌ˘ﬁÏ˘ÛË (.¯., ÛÙ·Ù›ÓÂ˜), ÂÂÈ‰‹ ÌÔÚÂ› Ó· ·˘ÍËıÂ› Ô Î›Ó‰˘ÓÔ˜ Ú·‚‰ÔÌ˘ﬁÏ˘ÛË˜.
ªË Ê˘ÛÈÔÏÔÁÈÎ¤˜ ¢ÔÎÈÌ·Û›Â˜ ∏·ÙÈÎ‹˜ §ÂÈÙÔ˘ÚÁ›·˜ (LFT): Œ¯Ô˘Ó ·Ó·ÊÂÚıÂ› ÛÙÔ˘˜ ÂÚÈÛÛﬁÙÂÚÔ˘˜ ·ÛıÂÓÂ›˜ ·Ó·ÛÙÚ¤„ÈÌÂ˜ ÔÍÂ›Â˜ ·˘Í‹ÛÂÈ˜ ÙË˜ ·Û·ÚÙÈÎ‹˜ ·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛË˜ (AST) Î·È ÙË˜ ·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛË˜ ÙË˜ ·Ï·Ó›ÓË˜ (ALT). ∆Ô Yondelis ‰ÂÓ Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÂ›Ù·È ÛÂ ·ÛıÂÓÂ›˜ ÌÂ ·˘ÍËÌ¤ÓË ¯ÔÏÂÚ˘ıÚ›ÓË. √È ·ÛıÂÓÂ›˜ ÌÂ ·˘Í‹ÛÂÈ˜ ÙË˜ AST, ALT Î·È ·ÏÎ·ÏÈÎ‹˜ ÊˆÛÊ·Ù¿ÛË˜ ÌÂÙ·Í‡ ÙˆÓ Î‡ÎÏˆÓ ÌÔÚÂ› Ó· ··ÈÙÔ‡Ó ÌÂ›ˆÛË ÙË˜ ‰ﬁÛË˜ (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.2). ∞ÓÙÈ‰Ú¿ÛÂÈ˜ ÙË˜ ı¤ÛË˜ ¤ÓÂÛË˜: ™˘ÓÈÛÙ¿Ù·È ÂÓÙﬁÓˆ˜ Ë ¯Ú‹ÛË ÎÂÓÙÚÈÎ‹˜ ÊÏÂ‚ÈÎ‹˜
ÚﬁÛ‚·ÛË˜ (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.2). √È ·ÛıÂÓÂ›˜ ÌÔÚÂ› Ó· ·Ó·Ù‡ÍÔ˘Ó ‰˘ÓËÙÈÎÒ˜ ÛÔ‚·Ú‹ ·ÓÙ›‰Ú·ÛË ÙË˜ ı¤ÛË˜ ¤ÓÂÛË˜ ﬁÙ·Ó Ë ÙÚ·‚ÂÎÙÂ‰›ÓË ¯ÔÚËÁÂ›Ù·È Ì¤Ûˆ ÂÚÈÊÂÚÈÎ‹˜ ÊÏÂ‚ÈÎ‹˜ ÁÚ·ÌÌ‹˜. ∏ ÂÍ·ÁÁÂ›ˆÛË ÙË˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜ ÌÔÚÂ› Ó· ÚÔÎ·Ï¤ÛÂÈ Ó¤ÎÚˆÛË ÙˆÓ ÈÛÙÒÓ, Ë ÔÔ›·
··ÈÙÂ› ¯ÂÈÚÔ˘ÚÁÈÎﬁ Î·ı·ÚÈÛÌﬁ. ¢ÂÓ ˘¿Ú¯ÂÈ Û˘ÁÎÂÎÚÈÌ¤ÓÔ ·ÓÙ›‰ÔÙÔ ÁÈ· ÙËÓ ÂÍ·ÁÁÂ›ˆÛË ÙË˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜. ∏ ÂÍ·ÁÁÂ›ˆÛË Ú¤ÂÈ Ó· ·ÓÙÈÌÂÙˆ›˙ÂÙ·È ÌÂ ÙËÓ Û˘Ó‹ıË ÙÔÈÎ‹ Ú·ÎÙÈÎ‹. ÕÏÏÂ˜: ∏ Û˘Á¯ÔÚ‹ÁËÛË Yondelis ÌÂ ÈÛ¯˘ÚÔ‡˜ ·Ó·ÛÙÔÏÂ›˜ ÙÔ˘ ÂÓ˙‡ÌÔ˘ CYP3A4 ı· Ú¤ÂÈ Ó·
·ÔÊÂ‡ÁÂÙ·È (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.5). ∂¿Ó ·˘Ùﬁ ‰ÂÓ Â›Ó·È ‰˘Ó·Ùﬁ, ··ÈÙÂ›Ù·È ÚÔÛÂÎÙÈÎ‹ ·Ú·ÎÔÏÔ‡ıËÛË ÙË˜ ÙÔÍÈÎﬁÙËÙ·˜ Î·È ı· Ú¤ÂÈ Ó·
ÂÍÂÙ¿˙ÂÙ·È Ë ÌÂ›ˆÛË ÙË˜ ‰ﬁÛË˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜. £· Ú¤ÂÈ Ó· Ï·Ì‚¿ÓÔÓÙ·È ÚÔÊ˘Ï¿ÍÂÈ˜ Â¿Ó ¯ÔÚËÁÔ‡ÓÙ·È Ê·ÚÌ·ÎÂ˘ÙÈÎ¿ ÚÔ˚ﬁÓÙ· Ô˘ Û¯ÂÙ›˙ÔÓÙ·È ÌÂ Ë·ÙÔÙÔÍÈÎﬁÙËÙ· Ì·˙› ÌÂ ÙÚ·‚ÂÎÙÂ‰›ÓË, ÂÂÈ‰‹ Ô Î›Ó‰˘ÓÔ˜ Ë·ÙÔÙÔÍÈÎﬁÙËÙ·˜ ÌÔÚÂ› Ó· ·˘ÍËıÂ›. ∏ Ù·˘Ùﬁ¯ÚÔÓË ¯Ú‹ÛË ÙÚ·‚ÂÎÙÂ‰›ÓË˜ ÌÂ Ê·ÈÓ˘ÙÔ˝ÓË ÌÔÚÂ› Ó· ÌÂÈÒÛÂÈ ÙËÓ ·ÔÚÚﬁÊËÛË ÙË˜ Ê·ÈÓ˘ÙÔ˝ÓË˜, Ô‰ËÁÒÓÙ·˜ ÛÂ ·ÚﬁÍ˘ÓÛË ÙˆÓ Û·ÛÌÒÓ. ¢ÂÓ Û˘ÓÈÛÙ¿Ù·È Ô
Û˘Ó‰˘·ÛÌﬁ˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜ ÌÂ Ê·ÈÓ˘ÙÔ˝ÓË ‹ ÂÌ‚ﬁÏÈ· ÂÍ·ÛıÂÓËÌ¤ÓˆÓ ˙ÒÓÙˆÓ ÈÒÓ Î·È ·ÓÙÂÓ‰Â›ÎÓ˘Ù·È ÚËÙ¿ ÌÂ ÙÔ ÂÌ‚ﬁÏÈÔ ÁÈ· ÙÔÓ Î›ÙÚÈÓÔ
˘ÚÂÙﬁ (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.3). ∏ Ù·˘Ùﬁ¯ÚÔÓË ¯Ú‹ÛË ÙÚ·‚ÂÎÙÂ‰›ÓË˜ ÌÂ ·ÏÎÔﬁÏ Ú¤ÂÈ Ó· ·ÔÊÂ‡ÁÂÙ·È (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.5). √È Á˘Ó·›ÎÂ˜ ÛÂ
·Ó··Ú·ÁˆÁÈÎ‹ ËÏÈÎ›· Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÔ‡Ó ·ÔÙÂÏÂÛÌ·ÙÈÎ‹ ·ÓÙÈÛ‡ÏÏË„Ë Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜ Î·È 3 Ì‹ÓÂ˜ ÌÂÙ¿, Î·È Ó·
ÏËÚÔÊÔÚ‹ÛÔ˘Ó ¿ÌÂÛ· ÙÔÓ ıÂÚ¿ÔÓÙ· È·ÙÚﬁ Â¿Ó ÛËÌÂÈˆıÂ› ÂÁÎ˘ÌÔÛ‡ÓË. √È ¿Ó‰ÚÂ˜ ÛÂ ÁﬁÓÈÌË ËÏÈÎ›· Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÔ‡Ó ·ÔÙÂÏÂÛÌ·ÙÈÎ‹ ·ÓÙÈÛ‡ÏÏË„Ë Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜ Î·È 5 Ì‹ÓÂ˜ ÌÂÙ¿ ÙË ıÂÚ·Â›· (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.6). ∆Ô Ê¿ÚÌ·ÎÔ ·˘Ùﬁ ÂÚÈ¤¯ÂÈ Î¿ÏÈÔ,
ÏÈÁﬁÙÂÚÔ ·ﬁ 1 mmol (39 mg) ·Ó¿ ÊÈ·Ï›‰ÈÔ, ‰ËÏ., Â›Ó·È Ô˘ÛÈ·ÛÙÈÎ¿ «ÂÏÂ‡ıÂÚÔ Î·Ï›Ô˘». µÏ¤Â Â›ÛË˜ ¶ÂÚ›ÏË„Ë Ã·Ú·ÎÙËÚÈÛÙÈÎÒÓ ÙÔ˘ ¶ÚÔ˚ﬁÓÙÔ˜ ÙË˜ PLD ÁÈ· ÂÚÈÛÛﬁÙÂÚÂ˜ ÏÂÙÔÌÂÚÂ›˜ ÏËÚÔÊÔÚ›Â˜ ÁÈ· ÚÔÂÈ‰ÔÔÈ‹ÛÂÈ˜ Î·È ÚÔÊ˘Ï¿ÍÂÈ˜. 4.5 ∞ÏÏËÏÂÈ‰Ú¿ÛÂÈ˜ ÌÂ ¿ÏÏ· Ê·ÚÌ·ÎÂ˘ÙÈÎ¿ ÚÔ˚ﬁÓÙ· Î·È ¿ÏÏÂ˜ ÌÔÚÊ¤˜ ·ÏÏËÏÂ›‰Ú·ÛË˜: ∂È‰Ú¿ÛÂÈ˜ ¿ÏÏˆÓ Ô˘ÛÈÒÓ ÛÙËÓ ÙÚ·‚ÂÎÙÂ‰›ÓË: ¢ÂÓ ¤¯Ô˘Ó ‰ÈÂÍ·¯ıÂ› in vivo ÌÂÏ¤ÙÂ˜ ·ÏÏËÏÂ›‰Ú·ÛË˜. ∂ÂÈ‰‹ Ë ÙÚ·‚ÂÎÙÂ‰›ÓË ÌÂÙ·‚ÔÏ›˙ÂÙ·È Î˘Ú›ˆ˜ ·ﬁ ÙÔ CYP3A4, Ë Û˘Á¯ÔÚ‹ÁËÛË Ô˘ÛÈÒÓ Ô˘ ·Ó·ÛÙ¤ÏÏÔ˘Ó ·˘Ùﬁ ÙÔ ÈÛÔ¤Ó˙˘ÌÔ .¯., ÎÂÙÔÎÔÓ·˙ﬁÏË, ÊÏÔ˘ÎÔÓ·˙ﬁÏË, ÚÈÙÔÓ·‚›ÚË, ÎÏ·ÚÈıÚÔÌ˘Î›ÓË ‹ ·ÚÂÈÙ¿ÓÙË ÌÔÚÔ‡Ó Ó· ÌÂÈÒÛÔ˘Ó ÙÔÓ ÌÂÙ·‚ÔÏÈÛÌﬁ Î·È Ó·
·˘Í‹ÛÔ˘Ó ÙÈ˜ Û˘ÁÎÂÓÙÚÒÛÂÈ˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜. ∂¿Ó ··ÈÙÔ‡ÓÙ·È Ù¤ÙÔÈÔÈ Û˘Ó‰˘·ÛÌÔ›, ··ÈÙÂ›Ù·È ÛÙÂÓ‹ ·Ú·ÎÔÏÔ‡ıËÛË ÙˆÓ ÙÔÍÈÎÔÙ‹ÙˆÓ (‚Ï.
·Ú¿ÁÚ·ÊÔ 4.4). ¶·ÚÔÌÔ›ˆ˜, Ë Û˘Á¯ÔÚ‹ÁËÛË ÌÂ ÈÛ¯˘ÚÔ‡˜ Â·ÁˆÁÂ›˜ ÙÔ˘ ÂÓ˙‡ÌÔ˘ ·˘ÙÔ‡ (.¯., ÚÈÊ·ÌÈÎ›ÓË, Ê·ÈÓÔ‚·Ú‚ÈÙ¿ÏË, Saint John’s
Wort) ÌÔÚÂ› Ó· ÌÂÈÒÛÂÈ ÙË Û˘ÛÙËÌ·ÙÈÎ‹ ¤ÎıÂÛË ÛÙËÓ ÙÚ·‚ÂÎÙÂ‰›ÓË. ∏ Î·Ù·Ó¿ÏˆÛË ·ÏÎÔﬁÏ Ú¤ÂÈ Ó· ·ÔÊÂ‡ÁÂÙ·È Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜
ıÂÚ·Â›·˜ ÌÂ ÙÚ·‚ÂÎÙÂ‰›ÓË ÏﬁÁˆ Ë·ÙÔÙÔÍÈÎﬁÙËÙ·˜ ÙÔ˘ Ê·ÚÌ·ÎÂ˘ÙÈÎÔ‡ ÚÔ˚ﬁÓÙÔ˜ (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.4). ∆· ÚÔÎÏÈÓÈÎ¿ ‰Â‰ÔÌ¤Ó· ¤‰ÂÈÍ·Ó
ﬁÙÈ Ë ÙÚ·‚ÂÎÙÂ‰›ÓË Â›Ó·È ˘ﬁÛÙÚˆÌ· ÛÙÔ P-gp. ∏ Ù·˘Ùﬁ¯ÚÔÓË ¯ÔÚ‹ÁËÛË ·Ó·ÛÙÔÏ¤ˆÓ ÙÔ˘ P-gp, .¯., Î˘ÎÏÔÛÔÚ›ÓË Î·È ‚ÂÚ··Ì›ÏË, ÌÔÚÂ› Ó· ÌÂÙ·‚¿ÏÂÈ ÙËÓ Î·Ù·ÓÔÌ‹ Î·È/‹ ÙËÓ ·ÔÌ¿ÎÚ˘ÓÛË ÙË˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜. ∏ ÛËÌ·Û›· ·˘Ù‹˜ ÙË˜ ·ÏÏËÏÂ›‰Ú·ÛË˜, ÁÈ· ·Ú¿‰ÂÈÁÌ· Ë ÙÔÍÈÎﬁÙËÙ· ÙÔ˘ ÎÂÓÙÚÈÎÔ‡ ÓÂ˘ÚÈÎÔ‡ Û˘ÛÙ‹Ì·ÙÔ˜ (∫¡™), ‰ÂÓ ¤¯ÂÈ ÙÂÎÌËÚÈˆıÂ›. £· Ú¤ÂÈ Ó· ‰›ÓÂÙ·È ÚÔÛÔ¯‹ ÛÂ Ù¤ÙÔÈÂ˜ ÂÚÈÙÒÛÂÈ˜. 4.6 °ÔÓÈÌﬁÙËÙ·, Î‡ËÛË Î·È Á·ÏÔ˘¯›·: ∫‡ËÛË: ¢ÂÓ ‰È·Ù›ıÂÓÙ·È Â·ÚÎ‹ ÎÏÈÓÈÎ¿ ‰Â‰ÔÌ¤Ó· Û¯ÂÙÈÎ¿ ÌÂ ¤ÎıÂÛË Î·Ù¿ ÙËÓ ÂÁÎ˘ÌÔÛ‡ÓË. øÛÙﬁÛÔ, ÌÂ ‚¿ÛË
ÙÔÓ ÁÓˆÛÙﬁ ÌË¯·ÓÈÛÌﬁ ‰Ú¿ÛË˜ ÙË˜, Ë ÙÚ·‚ÂÎÙÂ‰›ÓË ÌÔÚÂ› Ó· ÚÔÎ·Ï¤ÛÂÈ ÛÔ‚·Ú¤˜ ÁÂÓÓËÙÈÎ¤˜ ·ÓˆÌ·Ï›Â˜ ﬁÙ·Ó ¯ÔÚËÁÂ›Ù·È Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ÂÁÎ˘ÌÔÛ‡ÓË˜. ∏ ÙÚ·‚ÂÎÙÂ‰›ÓË ‰ÂÓ Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÂ›Ù·È Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ÂÁÎ˘ÌÔÛ‡ÓË˜ ÂÎÙﬁ˜ Â¿Ó Â›Ó·È Û·ÊÒ˜ ··Ú·›ÙËÙÔ. ∂¿Ó ¯ÚËÛÈÌÔÔÈËıÂ› Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ÂÁÎ˘ÌÔÛ‡ÓË˜, Ô ·ÛıÂÓ‹˜ ı· Ú¤ÂÈ Ó· ÂÓËÌÂÚˆıÂ› ÁÈ· ÙÔÓ Èı·Óﬁ Î›Ó‰˘ÓÔ ÁÈ· ÙÔ ¤Ì‚Ú˘Ô
Î·È Ó· ·Ú·ÎÔÏÔ˘ıÂ›Ù·È ÚÔÛÂÎÙÈÎ¿. ∂¿Ó ¯ÚËÛÈÌÔÔÈÂ›Ù·È ÙÚ·‚ÂÎÙÂ‰›ÓË ÛÙÔ Ù¤ÏÔ˜ ÙË˜ ÂÁÎ˘ÌÔÛ‡ÓË˜, ÔÈ Èı·Ó¤˜ ·ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜
ı· Ú¤ÂÈ Ó· ·Ú·ÎÔÏÔ˘ıÔ‡ÓÙ·È ÛÙÂÓ¿ ÛÙ· ÓÂÔÁ¤ÓÓËÙ·. °˘Ó·›ÎÂ˜ ÛÂ ·Ó··Ú·ÁˆÁÈÎ‹ ËÏÈÎ›·: √È Á˘Ó·›ÎÂ˜ ÛÂ ·Ó··Ú·ÁˆÁÈÎ‹ ËÏÈÎ›· Ú¤ÂÈ
Ó· ¯ÚËÛÈÌÔÔÈÔ‡Ó ·ÔÙÂÏÂÛÌ·ÙÈÎ‹ ·ÓÙÈÛ‡ÏÏË„Ë Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜ Î·È 3 Ì‹ÓÂ˜ ÌÂÙ¿, Î·È Ó· ÏËÚÔÊÔÚ‹ÛÔ˘Ó ¿ÌÂÛ· ÙÔÓ
ıÂÚ¿ÔÓÙ· È·ÙÚﬁ Â¿Ó ÛËÌÂÈˆıÂ› ÂÁÎ˘ÌÔÛ‡ÓË. ∂¿Ó ÛËÌÂÈˆıÂ› ÂÁÎ˘ÌÔÛ‡ÓË Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜, ı· Ú¤ÂÈ Ó· ÂÍÂÙ·ÛÙÂ› Ë Èı·ÓﬁÙËÙ· ÁÂÓÂÙÈÎ‹˜ Î·ıÔ‰‹ÁËÛË˜. £ËÏ·ÛÌﬁ˜: ¢ÂÓ Â›Ó·È ÁÓˆÛÙﬁ Â¿Ó Ë ÙÚ·‚ÂÎÙÂ‰›ÓË ·ÂÎÎÚ›ÓÂÙ·È ÛÙÔ ÌËÙÚÈÎﬁ Á¿Ï·. ∏ ·¤ÎÎÚÈÛË ÙÚ·‚ÂÎÙÂ‰›ÓË˜ ÛÙÔ Á¿Ï· ‰ÂÓ ¤¯ÂÈ ÌÂÏÂÙËıÂ› ÛÂ ˙Ò·. √ ıËÏ·ÛÌﬁ˜ ·ÓÙÂÓ‰Â›ÎÓ˘Ù·È Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜ Î·È 3 Ì‹ÓÂ˜ ÌÂÙ¿ (‚Ï. ·Ú¿ÁÚ·ÊÔ
4.3). °ÔÓÈÌﬁÙËÙ·: √È ¿Ó‰ÚÂ˜ ÛÂ ÁﬁÓÈÌË ËÏÈÎ›· Ú¤ÂÈ Ó· ¯ÚËÛÈÌÔÔÈÔ‡Ó ·ÔÙÂÏÂÛÌ·ÙÈÎ‹ ·ÓÙÈÛ‡ÏÏË„Ë Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜ Î·È
5 Ì‹ÓÂ˜ ÌÂÙ¿ ÙË ıÂÚ·Â›· (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.4). ∏ ÙÚ·‚ÂÎÙÂ‰›ÓË ÌÔÚÂ› Ó· ¤¯ÂÈ ÁÔÓÔÙÔÍÈÎ¤˜ ÂÈ‰Ú¿ÛÂÈ˜. £· Ú¤ÂÈ Ó· ·Ó·˙ËÙËıÔ‡Ó Û˘Ì‚Ô˘Ï¤˜ ÁÈ· ÙË ‰È·Ù‹ÚËÛË ÙˆÓ ˆ·Ú›ˆÓ ‹ ÙÔ˘ Û¤ÚÌ·ÙÔ˜ ÚÔ ÙË˜ ıÂÚ·Â›·˜, ÏﬁÁˆ ÙË˜ Èı·ÓﬁÙËÙ·˜ ÌË ·Ó·ÛÙÚ¤„ÈÌË˜ ÛÙÂÈÚﬁÙËÙ·˜ ÂÍ·ÈÙ›·˜
ÙË˜ ıÂÚ·Â›·˜ ÌÂ Yondelis. ™˘ÓÈÛÙ¿Ù·È Â›ÛË˜ ÁÂÓÂÙÈÎ‹ Î·ıÔ‰‹ÁËÛË ÁÈ· ·ÛıÂÓÂ›˜ Ô˘ ÂÈı˘ÌÔ‡Ó Ó· ·ÔÎÙ‹ÛÔ˘Ó ·È‰È¿ ÌÂÙ¿ ÙË ıÂÚ·Â›·.
4.7 ∂È‰Ú¿ÛÂÈ˜ ÛÙËÓ ÈÎ·ÓﬁÙËÙ· Ô‰‹ÁËÛË˜ Î·È ¯ÂÈÚÈÛÌÔ‡ ÌË¯·ÓÒÓ: ¢ÂÓ Ú·ÁÌ·ÙÔÔÈ‹ıËÎ·Ó ÌÂÏ¤ÙÂ˜ Û¯ÂÙÈÎ¿ ÌÂ ÙÈ˜ ÂÈ‰Ú¿ÛÂÈ˜ ÛÙËÓ ÈÎ·ÓﬁÙËÙ· Ô‰‹ÁËÛË˜ Î·È ¯ÂÈÚÈÛÌÔ‡ ÌË¯·ÓÒÓ. øÛÙﬁÛÔ, ¤¯Ô˘Ó ·Ó·ÊÂÚıÂ› ÎﬁˆÛË Î·È/‹ ÂÍ·Ûı¤ÓÈÛË ÛÂ ·ÛıÂÓÂ›˜ Ô˘ Ï¿Ì‚·Ó·Ó ÙÚ·‚ÂÎÙÂ‰›ÓË.
√È ·ÛıÂÓÂ›˜ ÔÈ ÔÔ›ÔÈ ·ÚÔ˘ÛÈ¿˙Ô˘Ó ÔÈ·‰‹ÔÙÂ ·ﬁ ·˘Ù¤˜ ÙÈ˜ ·ÓÂÈı‡ÌËÙÂ˜ ·ÓÙÈ‰Ú¿ÛÂÈ˜ Î·Ù¿ ÙË ‰È¿ÚÎÂÈ· ÙË˜ ıÂÚ·Â›·˜ ‰ÂÓ Ú¤ÂÈ Ó·
Ô‰ËÁÔ‡Ó ‹ Ó· ¯ÂÈÚ›˙ÔÓÙ·È ÌË¯·Ó¤˜. 4.8 ∞ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜: ¶ÂÚ›ÏË„Ë ÙÔ˘ ÚÔÊ›Ï ·ÛÊ¿ÏÂÈ·˜: ∂ÎÙﬁ˜ Â¿Ó ÔÚ›˙ÂÙ·È ‰È·ÊÔÚÂÙÈÎ¿, ÙÔ
·ÎﬁÏÔ˘ıÔ ÚÔÊ›Ï ·ÛÊ¿ÏÂÈ·˜ ÙÔ˘ Yondelis ‚·Û›˙ÂÙ·È ÛÙËÓ ·ÍÈÔÏﬁÁËÛË ÛÂ ÎÏÈÓÈÎ¤˜ ‰ÔÎÈÌ¤˜ ÛÂ ·ÛıÂÓÂ›˜ ÔÈ ÔÔ›ÔÈ ˘Ô‚Ï‹ıËÎ·Ó ÛÂ ıÂÚ·-

Â›· ÌÂ Ù· Û˘ÓÈÛÙÒÌÂÓ· ıÂÚ·Â˘ÙÈÎ¿ Û¯‹Ì·Ù· Î·È ÁÈ· ÙÈ˜ ‰‡Ô ÂÓ‰Â›ÍÂÈ˜. √È ÂÚÈÛÛﬁÙÂÚÔÈ ·ÛıÂÓÂ›˜ ÛÙÔ˘˜ ÔÔ›Ô˘˜ ¯ÔÚËÁ‹ıËÎÂ Yondelis
·Ó·Ì¤ÓÂÙ·È Ó· ¤¯Ô˘Ó ·ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ ÔÈÔ˘‰‹ÔÙÂ ‚·ıÌÔ‡ (91% ÛÂ ÌÔÓÔıÂÚ·Â›· Î·È 99% ÛÂ ıÂÚ·Â›· Û˘Ó‰˘·ÛÌÔ‡) Î·È ÏÈÁﬁÙÂÚÔ
·ﬁ ¤Ó· ÙÚ›ÙÔ ÛÔ‚·Ú¤˜ ·ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ ‚·Ú‡ÙËÙ·˜ ‚·ıÌÔ‡ 3 ‹ 4 (10% ÛÂ ÌÔÓÔıÂÚ·Â›· Î·È 25% ÛÂ ıÂÚ·Â›· Û˘Ó‰˘·ÛÌÔ‡). √È
ÈÔ Û˘¯Ó¤˜ ·ÓÂÈı‡ÌËÙÂ˜ ·ÓÙÈ‰Ú¿ÛÂÈ˜ ÔÈÔ˘‰‹ÔÙÂ ‚·ıÌÔ‡ ‚·Ú‡ÙËÙ·˜ ‹Ù·Ó Ô˘‰ÂÙÂÚÔÂÓ›·, Ó·˘Ù›·, ¤ÌÂÙÔ˜, ·˘Í‹ÛÂÈ˜ ÛÂ AST/ALT, ·Ó·ÈÌ›·
ÎﬁˆÛË, ıÚÔÌ‚ÔÎ˘ÙÙ·ÚÔÂÓ›·, ·ÓÔÚÂÍ›· Î·È ‰È¿ÚÚÔÈ·. £·Ó·ÙËÊﬁÚÂ˜ ·ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ ·Ú·ÙËÚ‹ıËÎ·Ó ÛÙÔ 1,9% Î·È 0,9% ÙˆÓ
·ÛıÂÓÒÓ ÛÙÔ˘˜ ÔÔ›Ô˘˜ ¯ÔÚËÁ‹ıËÎ·Ó Û¯‹Ì·Ù· ÌÔÓÔıÂÚ·Â›·˜ Î·È Û˘Ó‰˘·ÛÌÔ‡, ·ÓÙ›ÛÙÔÈ¯·. ◊Ù·Ó Û˘¯Ó¿ ·ÔÙ¤ÏÂÛÌ· ÂÓﬁ˜ Û˘Ó‰˘·ÛÌÔ‡
Û˘Ì‚·Ì¿ÙˆÓ ﬁˆ˜ ·ÓÎ˘ÙÙ·ÚÔÂÓ›·, ÂÌ‡ÚÂÙË Ô˘‰ÂÙÂÚÔÂÓ›·, ÔÚÈÛÌ¤Ó· ·ﬁ ·˘Ù¿ ÌÂ ÛË„·ÈÌ›·, Ë·ÙÈÎ‹ ÚÔÛ‚ÔÏ‹, ÓÂÊÚÈÎ‹ ‹ ÔÏ˘ÔÚÁ·ÓÈÎ‹ ·ÓÂ¿ÚÎÂÈ· Î·È Ú·‚‰ÔÌ˘ﬁÏ˘ÛË. ¶ÂÚ›ÏË„Ë ÙˆÓ ·ÓÂÈı‡ÌËÙˆÓ ·ÓÙÈ‰Ú¿ÛÂˆÓ ÛÂ ›Ó·Î·: √È Û˘¯ÓﬁÙËÙÂ˜ ÙˆÓ ·ÓÂÈı‡ÌËÙˆÓ ·ÓÙÈ‰Ú¿ÛÂˆÓ Ô˘ ·Ó·Ê¤ÚÔÓÙ·È ·Ú·Î¿Ùˆ Ù·ÍÈÓÔÌÔ‡ÓÙ·È ˆ˜ ÔÏ‡ Û˘¯Ó¤˜ (≥ 1/10), Û˘¯Ó¤˜ (≥ 1/100, ¤ˆ˜ < 1/10) Î·È ﬁ¯È Û˘¯Ó¤˜ (≥ 1/1.000 ¤ˆ˜
< 1/100). √ ·Ú·Î¿Ùˆ ›Ó·Î·˜ ·ÚÔ˘ÛÈ¿˙ÂÈ ÙÈ˜ ·ÓÂÈı‡ÌËÙÂ˜ ·ÓÙÈ‰Ú¿ÛÂÈ˜ Ô˘ ·Ó·Ê¤ÚıËÎ·Ó ÛÂ ≥ 1% ÙˆÓ ·ÛıÂÓÒÓ ÔÈ ÔÔ›ÔÈ ·ÓÙÈÌÂÙˆ›ÛÙËÎ·Ó ıÂÚ·Â˘ÙÈÎ¿ ÌÂ ÙÔ Û˘ÓÈÛÙÒÌÂÓÔ Û¯‹Ì· ÁÈ· Û¿ÚÎˆÌ· Ì·Ï·ÎÒÓ ÌÔÚ›ˆÓ (1,5 mg/m2, 24ˆÚË ¤Á¯˘ÛË Î¿ıÂ 3 Â‚‰ÔÌ¿‰Â˜) Û‡ÌÊˆÓ· ÌÂ
ÙËÓ Ù˘ÔÔÈËÌ¤ÓË Î·ÙËÁÔÚ›·/ÔÚÁ·ÓÈÎﬁ Û‡ÛÙËÌ· ÙÔ˘ MedDRA (π·ÙÚÈÎﬁ §ÂÍÈÎﬁ ÁÈ· ∫·ÓÔÓÈÛÙÈÎ¤˜ ¢Ú·ÛÙËÚÈﬁÙËÙÂ˜). Œ¯Ô˘Ó ¯ÚËÛÈÌÔÔÈËıÂ›
ÙﬁÛÔ ·ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ ﬁÛÔ Î·È ÂÚÁ·ÛÙËÚÈ·Î¤˜ ÙÈÌ¤˜ ÁÈ· ·ÚÔ¯‹ Û˘¯ÓÔÙ‹ÙˆÓ. ∂ÓÙﬁ˜ Î¿ıÂ Î·ÙËÁÔÚ›·˜ Û˘¯ÓﬁÙËÙ·˜ ÂÌÊ¿ÓÈÛË˜, ÔÈ
·ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ ·Ú·Ù›ıÂÓÙ·È Î·Ù¿ Êı›ÓÔ˘Û· ÛÂÈÚ¿ ÛÔ‚·ÚﬁÙËÙ·˜. ∞ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ Ô˘ ·Ó·Ê¤ÚıËÎ·Ó ÛÂ ≥ 1% ·ÛıÂÓÒÓ ÌÂ Û¿ÚÎˆÌ· Ì·Ï·ÎÒÓ ÌÔÚ›ˆÓ ÛÂ ÎÏÈÓÈÎ¤˜ ‰ÔÎÈÌ¤˜. §ÔÈÌÒÍÂÈ˜ Î·È ·Ú·ÛÈÙÒÛÂÈ˜ ™˘¯Ó¤˜: §Ô›ÌˆÍË ¢È·Ù·Ú·¯¤˜ ÙÔ˘ ·ÈÌÔÔÈËÙÈÎÔ‡ Î·È
ÙÔ˘ ÏÂÌÊÈÎÔ‡ Û˘ÛÙ‹Ì·ÙÔ˜ ¶ÔÏ‡ Û˘¯Ó¤˜: √˘‰ÂÙÂÚÔÂÓ›·* (µ·ıÌﬁ˜ 3 = 26%, µ·ıÌﬁ˜ 4 = 24%), ıÚÔÌ‚ÔÂÓ›·* (µ·ıÌﬁ˜ 3 = 11%, µ·ıÌﬁ˜
4 = 2%), ·Ó·ÈÌ›·* (µ·ıÌﬁ˜ 3 = 10%, µ·ıÌﬁ˜ 4 = 3%), ÏÂ˘ÎÔÂÓ›·* ™˘¯Ó¤˜: ∂Ì‡ÚÂÙË Ô˘‰ÂÙÂÚÔÂÓ›· ¢È·Ù·Ú·¯¤˜ ÙÔ˘ ÌÂÙ·‚ÔÏÈÛÌÔ‡ Î·È
ÙË˜ ıÚ¤„Ë˜ ¶ÔÏ‡ Û˘¯Ó¤˜: ∞ÓÔÚÂÍ›· (µ·ıÌﬁ˜ 3-4 < 1%) ™˘¯Ó¤˜: ∞Ê˘‰¿ÙˆÛË, ªÂÈˆÌ¤ÓË ﬁÚÂÍË, ÀÔÎ·ÏÈ·ÈÌ›· æ˘¯È·ÙÚÈÎ¤˜ ‰È·Ù·Ú·¯¤˜
™˘¯Ó¤˜: ∞¸Ó›· ¢È·Ù·Ú·¯¤˜ ÙÔ˘ ÓÂ˘ÚÈÎÔ‡ Û˘ÛÙ‹Ì·ÙÔ˜ ¶ÔÏ‡ Û˘¯Ó¤˜: ∫ÂÊ·Ï·ÏÁ›· ™˘¯Ó¤˜: ¶ÂÚÈÊÂÚÈÎ‹ ·ÈÛıËÙÈÎ‹ ÓÂ˘ÚÔ¿ıÂÈ·, ‰˘ÛÁÂ˘Û›·, ˙¿ÏË, ·Ú·ÈÛıËÛ›· ∞ÁÁÂÈ·Î¤˜ ‰È·Ù·Ú·¯¤˜ ™˘¯Ó¤˜: ÀﬁÙ·ÛË, ŒÍ·„Ë ¢È·Ù·Ú·¯¤˜ ÙÔ˘ ·Ó·ÓÂ˘ÛÙÈÎÔ‡ Û˘ÛÙ‹Ì·ÙÔ˜,ÙÔ˘ ıÒÚ·Î· Î·È ÙÔ˘
ÌÂÛÔıˆÚ¿ÎÈÔ˘ ™˘¯Ó¤˜: ¢‡ÛÓÔÈ· (µ·ıÌﬁ˜ 3-4 = 2%), ‚‹¯·˜ ¢È·Ù·Ú·¯¤˜ ÙÔ˘ Á·ÛÙÚÂÓÙÂÚÈÎÔ‡ ¶ÔÏ‡ Û˘¯Ó¤˜: ŒÌÂÙÔ˜ (µ·ıÌﬁ˜ 3-4 = 6.5%),
Ó·˘Ù›· (µ·ıÌﬁ˜ 3-4 = 6%), ‰˘ÛÎÔÈÏÈﬁÙËÙ· (µ·ıÌﬁ˜ 3-4 < 1%) ™˘¯Ó¤˜: ¢È¿ÚÚÔÈ· (µ·ıÌﬁ˜ 3-4 < 1%), ÛÙÔÌ·Ù›ÙÈ‰· (µ·ıÌﬁ˜ 3-4 < 1%), ÎÔÈÏÈ·Îﬁ ¿ÏÁÔ˜, ‰˘ÛÂ„›·, ¿ÏÁÔ˜ ¿Óˆ ÎÔÈÏÈ·Î‹˜ ¯ÒÚ·˜ ¢È·Ù·Ú·¯¤˜ ÙÔ˘ ‹·ÙÔ˜ Î·È ÙˆÓ ¯ÔÏËÊﬁÚˆÓ ¶ÔÏ‡ Û˘¯Ó¤˜: ÀÂÚ¯ÔÏÂÚ˘ıÚÈÓ·ÈÌ›·*
(µ·ıÌﬁ˜ 3 = 1%), ∞˘ÍËÌ¤ÓË ·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛË ÙË˜ ·Ï·Ó›ÓË˜* (µ·ıÌﬁ˜ 3 = 38%, µ·ıÌﬁ˜ 4 = 3%), ·˘ÍËÌ¤ÓË ·Û·ÚÙÈÎ‹ ·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛË* (µ·ıÌﬁ˜ 3 = 44%, µ·ıÌﬁ˜ 4 = 7%), ·˘ÍËÌ¤ÓË ·ÏÎ·ÏÈÎ‹ ÊˆÛÊ·Ù¿ÛË ·›Ì·ÙÔ˜*, ·˘ÍËÌ¤ÓË Á-ÁÏÔ˘Ù·Ì˘ÏÙÚ·ÓÛÊÂÚ¿ÛË* ¢È·Ù·Ú·¯¤˜
ÙÔ˘ ‰¤ÚÌ·ÙÔ˜ Î·È ÙÔ˘ ˘Ô‰ﬁÚÈÔ˘ ÈÛÙÔ‡ ™˘¯Ó¤˜: ∞ÏˆÂÎ›· ¢È·Ù·Ú·¯¤˜ ÙÔ˘ Ì˘ÔÛÎÂÏÂÙÈÎÔ‡ Û˘ÛÙ‹Ì·ÙÔ˜ Î·È ÙÔ˘ Û˘Ó‰ÂÙÈÎÔ‡ ÈÛÙÔ‡ ™˘¯Ó¤˜:
ª˘·ÏÁ›·, ·ÚıÚ·ÏÁ›·, ÔÛÊ˘·ÏÁ›· °ÂÓÈÎ¤˜ ‰È·Ù·Ú·¯¤˜ Î·È Î·Ù·ÛÙ¿ÛÂÈ˜ ÙË˜ Ô‰Ô‡ ¯ÔÚ‹ÁËÛË˜ ¶ÔÏ‡ Û˘¯Ó¤˜: ∫ﬁˆÛË (µ·ıÌﬁ˜ 3-4 = 9%),
∂Í·Ûı¤ÓÈÛË (µ·ıÌﬁ˜ 3-4 = 1%) ™˘¯Ó¤˜: ¶˘ÚÂÍ›·, √›‰ËÌ·, ¶ÂÚÈÊÂÚÈÎﬁ Ô›‰ËÌ·, ∞ÓÙ›‰Ú·ÛË ÙË˜ ı¤ÛË˜ ¤ÓÂÛË˜ ¶·Ú·ÎÏÈÓÈÎ¤˜ ÂÍÂÙ¿ÛÂÈ˜ ¶ÔÏ‡
Û˘¯Ó¤˜: ∞˘ÍËÌ¤ÓË ÎÚÂ·ÙÈÓÔÊˆÛÊÔÎÈÓ¿ÛË ·›Ì·ÙÔ˜* (µ·ıÌﬁ˜ 3-4 = 4%), ·˘ÍËÌ¤ÓË ÎÚÂ·ÙÈÓ›ÓË ·›Ì·ÙÔ˜*, ÌÂÈˆÌ¤ÓË ÏÂ˘ÎˆÌ·Ù›ÓË ·›Ì·ÙÔ˜*
™˘¯Ó¤˜: ªÂÈˆÌ¤ÓÔ ÛˆÌ·ÙÈÎﬁ ‚¿ÚÔ˜ * ∂Í¿ÁÂÙ·È ·ﬁ ÂÚÁ·ÛÙËÚÈ·Î¿ ‰Â‰ÔÌ¤Ó·. √ ›Ó·Î·˜ ·Ú·Î¿Ùˆ ·Ú¤¯ÂÈ ÙË Û˘¯ÓﬁÙËÙ· Î·È ÙË ‚·Ú‡ÙËÙ· ÙˆÓ ·ÓÂÈı‡ÌËÙˆÓ ·ÔÙÂÏÂÛÌ¿ÙˆÓ Ô˘ ıÂˆÚÔ‡ÓÙ·È ‰˘ÓËÙÈÎ¿ Û¯ÂÙÈ˙ﬁÌÂÓ· ÌÂ ÙÔ Ê·ÚÌ·ÎÂ˘ÙÈÎﬁ ÚÔ˚ﬁÓ ÙË˜ ÌÂÏ¤ÙË˜ Î·È ·Ó·Ê¤ÚÔÓÙ·È ÛÂ
≥ 5% ÙˆÓ ·ÛıÂÓÒÓ ÌÂ Î·ÚÎ›ÓÔ ÙˆÓ ˆÔıËÎÒÓ Ô˘ Ù˘¯·ÈÔÔÈÔ‡ÓÙ·È ÒÛÙÂ Ó· Ï¿‚Ô˘Ó Yondelis 1,1 mg/m2/PLD 30 mg/m2 ‹ PLD 50 mg/m2 ÛÙË
ÌÂÏ¤ÙË ET743-OVA-301. ÃÚËÛÈÌÔÔÈ‹ıËÎ·Ó ÙﬁÛÔ ·ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ ﬁÛÔ Î·È ÂÚÁ·ÛÙËÚÈ·Î¤˜ ÙÈÌ¤˜. ∂ÓÙﬁ˜ Î¿ıÂ ÔÌ·‰ÔÔ›ËÛË˜ Û˘¯ÓﬁÙËÙ·˜, Ù· ·ÓÂÈı‡ÌËÙ· ·ÔÙÂÏ¤ÛÌ·Ù· ·ÚÔ˘ÛÈ¿˙ÔÓÙ·È Î·Ù¿ ÛÂÈÚ¿ ÌÂÈˆÌ¤ÓË˜ ‚·Ú‡ÙËÙ·˜.

AÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ Ô˘ ·Ó·Ê¤ÚıËÎ·Ó ÛÂ ≥5% ÙˆÓ ·ÛıÂÓÒÓ ÛÙËÓ ÎÏÈÓÈÎ‹ ÌÂÏ¤ÙË ∂∆743-√VA-301
ÀÔndelis+PLD n=333
PLD n=330
ŸÏÔÈ ÔÈ B·ıÌÔ› µ·ıÌﬁ˜ µ·ıÌﬁ˜ ŸÏÔÈ ÔÈ µ·ıÌÔ› µ·ıÌﬁ˜ µ·ıÌﬁ˜
™˘¯ÓﬁÙËÙ·
™‡Ì‚·Ì·
(%)
3 (%) 4 (%)
(%)
3 (%)
4 (%)
¢È·Ù·Ú·¯¤˜ ÙÔ˘
¶ÔÏ‡ Û˘¯Ó¿
√˘‰ÂÙÂÚoÂÓ›·*
91.6
29.7 42.3
73.5
19.7
9.8
·ÈÌÔÔÈËÙÈÎÔ‡ Î·È ÙÔ˘
§Â˘ÎÔÂÓ›·*
94.9
44.7 17.7
81.8
16.0
4.0
ÏÂÌÊÈÎÔ‡ Û˘ÛÙ‹Ì·ÙÔ˜
∞Ó·ÈÌ›·*
94.9
12.9
5.7
82.1
6.2
2.2
£ÚÔÌ‚ÔÎ˘ÙÙ·ÚÔÂÓ›·*
63.7
12.3 10.8
27.4
2.5
1.8
™˘¯Ó¿
∂Ì‡ÚÂÙË √˘‰ÂÙÂÚÔÂÓ›·*
6.9
4.5
2.5
2.1
1.8
0.3
¢È·Ù·Ú·¯¤˜ ÙÔ˘ ÌÂÙ·‚Ô¶ÔÏ‡ Û˘¯Ó¿
∞ÓÔÚÂÍ›·
28.8
2.1
20
1.5
ÏÈÛÌÔ‡ Î·È ÙË˜ ıÚ¤„Ë˜
™˘¯Ó¿
ÀÔÎ·ÏÈ·ÈÌ›·
6.3
2.1
2.1
¢È·Ù·Ú·¯¤˜ ÙÔ˘ ÓÂ˘ÚÈÎÔ‡
™˘¯Ó¿
∫ÂÊ·Ï·ÏÁ›·
6.6
0.3
2.4
Û˘ÛÙ‹Ì·ÙÔ˜
¢˘ÛÁÂ˘Û›·
5.4
0.3
2.7
¢È·Ù·Ú·¯¤˜ ÙÔ˘ ·Ó·ÓÂ˘™˘¯Ó¿
¢‡ÛÓÔÈ·
6.6
0.3
3.3
0.3
0.3
ÛÙÈÎÔ‡ Û˘ÛÙ‹Ì·ÙÔ˜ ÙÔ˘
ıÒÚ·Î· Î·È ÙÔ˘ ÌÂÛÔıˆÚ¿ÎÈÔ˘
¢È·Ù·Ú·¯¤˜ ÙÔ˘ Á·ÛÙÚÂ¶ÔÏ‡ Û˘¯Ó¿
¡·˘Ù›·
70.9
8.7
37.6
2.4
ÓÙÂÚÈÎÔ‡
ŒÌÂÙÔ˜
51.7
9.9
0.3
23.9
2.1
¢˘ÛÎÔÈÏÈﬁÙËÙ·
20.4
0.9
15.5
0.3
™ÙÔÌ·Ù›ÙÈ‰·
19.2
0.9
31.2
4.8
0.3
¢È¿ÚÚÔÈ·
17.1
2.1
10
1.2
™˘¯Ó¿
∫ÔÈÏÈ·Îﬁ ¿ÏÁÔ˜
9.3
0.6
7
0.9
¢˘ÛÂ„›·
7.5
0.3
6.1
0.6
¢È·Ù·Ú·¯¤˜ ÙÔ˘ ‹·ÙÔ˜
¶ÔÏ‡ Û˘¯Ó¿
ÀÂÚ¯ÔÏÂÚ˘ıÚÈÓ·ÈÌ›·*
(25.2)
(0.3)
(12.9)
(0.3)
Î·È ÙˆÓ ¯ÔÏËÊﬁÚˆÓ
∞˘ÍËÌ¤ÓË ·Ï·ÓÈÓÈÎ‹
96.1
45.6
4.5
36.0
2.2
·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛË*
∞˘ÍËÌ¤ÓË ·Û·ÚÙÈÎ‹
89.5
12.0
1.8
42.6
1.2
0.3
·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛË*
∞˘ÍËÌ¤ÓË ·ÏÎ·ÏÈÎ‹
61.3
1.5
41.8
1.2
ÊˆÛÊ·Ù¿ÛË ·›Ì·ÙÔ˜*
¢È·Ù·Ú·¯¤˜ ÙÔ˘ ‰¤ÚÌ·ÙÔ˜ ¶ÔÏ‡ Û˘¯Ó¿ ™‡Ó‰ÚÔÌÔ ·Ï·ÌÔÂÏÌ·24
3.9
53.6
18.5
1.2
Î·È ÙÔ˘ ˘Ô‰ﬁÚÈÔ˘ ÈÛÙÔ‡
ÙÈ·›·˜ ÂÚ˘ıÚÔ‰˘Û·ÈÛıËÛ›·˜
∞ÏˆÂÎ›·
12
13.3
0.3
™˘¯Ó¿
∂Í¿ÓıËÌ·
8.1
16.1
0.9
À¤Ú¯ÚˆÛË ‰¤ÚÌ·ÙÔ˜
5.4
7
°ÂÓÈÎ¤˜ ‰È·Ù·Ú·¯¤˜ Î·È
¶ÔÏ‡ Û˘¯Ó¿
∫ﬁˆÛË
42.3
5.7
0.3
29.7
2.4
0.3
Î·Ù·ÛÙ¿ÛÂÈ˜ ÙË˜ Ô‰Ô‡
∂Í·Ûı¤ÓÈÛË
15.3
1.2
9.1
0.3
¯ÔÚ‹ÁËÛË˜
ºÏÂÁÌÔÓ‹ ‚ÏÂÓÓÔÁﬁÓÔ˘
11.4
2.1
18.8
5.8
¶˘ÚÂÍ›·
10.2
0.9
4.5
0.3
¶·Ú·ÎÏÈÓÈÎ¤˜ ÂÍÂÙ¿ÛÂÈ˜
™˘¯Ó¿
A˘ÍËÌ¤ÓË ÎÚÂ·ÙÈÓÈÎ‹
22.0
0.9
0.9
13.7
ÊˆÛÊÔÎÈÓ¿ÛË ·›Ì·ÙÔ˜*

K·ÙËÁÔÚ›·
√ÚÁ·ÓÈÎﬁ Û‡ÛÙËÌ·

* ∂Í¿ÁÂÙ·È ·ﬁ ÂÚÁ·ÛÙËÚÈ·Î¿ ‰Â‰ÔÌ¤Ó·
√È ·ÎﬁÏÔ˘ıÂ˜ ·ÓÙÈ‰Ú¿ÛÂÈ˜ ·Ó·Ê¤ÚıËÎ·Ó ÌÂ Û˘¯ÓﬁÙËÙ· Î¿Ùˆ ·ﬁ 5% ÛÙËÓ ÔÌ¿‰· Û˘Ó‰˘·ÛÌÔ‡, ·ÏÏ¿ ÂÚÈÏ·Ì‚¿ÓÔÓÙ·È Â‰Ò ÁÈ· ÙËÓ ÎÏÈÓÈÎ‹ Û¯¤ÛË ÙÔ˘˜: Ô˘‰ÂÙÂÚÔÂÓÈÎ‹ ÏÔ›ÌˆÍË (< 1%), Ô˘‰ÂÙÂÚÔÂÓÈÎ‹ ÛË„·ÈÌ›· (< 1%), ·ÓÎ˘ÙÙ·ÚÔÂÓ›· (1,8%), ·ÓÂ¿ÚÎÂÈ· Ì˘ÂÏÔ‡ ÙˆÓ
ÔÛÙÒÓ (1,5%), ÎÔÎÎÈÔÎ˘ÙÙ·ÚÔÂÓ›· (1,5%), ·Ê˘‰¿ÙˆÛË, ·¸Ó›·, ÂÚÈÊÂÚÈÎ‹ ·ÈÛıËÙÈÎ‹ ÓÂ˘ÚÔ¿ıÂÈ·, Û˘ÁÎÔ‹, ·ÚÈÛÙÂÚ‹ ÎÔÈÏÈ·Î‹ ‰˘ÛÏÂÈÙÔ˘ÚÁ›· (< 1%), ÓÂ˘ÌÔÓÈÎ‹ ÂÌ‚ÔÏ‹ (1,2%), ÓÂ˘ÌÔÓÈÎﬁ Ô›‰ËÌ· (< 1%), ‚‹¯·˜, Ë·ÙÔÙÔÍÈÎﬁÙËÙ· (< 1%), ·˘ÍËÌ¤ÓË Á¿ÌÌ· ÁÏÔ˘Ù·Ì˘ÏÈÎ‹ ÙÚ·ÓÛÊÂÚ¿ÛË, ·˘ÍËÌ¤ÓË Û˘˙Â˘ÁÌ¤ÓË ¯ÔÏÂÚ˘ıÚ›ÓË, Ì˘ÔÛÎÂÏÂÙÈÎﬁ ¿ÏÁÔ˜, Ì˘·ÏÁ›·, ·˘ÍËÌ¤ÓË ÎÚÂ·ÙÈÓ›ÓË ·›Ì·ÙÔ˜, Ô›‰ËÌ·/ÂÚÈÊÂÚÈÎﬁ
Ô›‰ËÌ·, ·ÓÙÈ‰Ú¿ÛÂÈ˜ ÛÙÔ ÛËÌÂ›Ô Î·ıÂÙËÚÈ·ÛÌÔ‡. ™ÙËÓ ÔÌ¿‰· ÙÔ˘ Yondelis + PLD, ÔÈ ÌË ÏÂ˘ÎÔ› (Î˘Ú›ˆ˜ ·ÛÈ¿ÙÂ˜) ·ÛıÂÓÂ›˜ Â›¯·Ó ˘„ËÏﬁÙÂÚË Û˘¯ÓﬁÙËÙ· ÂÌÊ¿ÓÈÛË˜ ÛÂ Û¯¤ÛË ÌÂ ÙÔ˘˜ ÏÂ˘ÎÔ‡˜ ·ÛıÂÓÂ›˜ ÛÂ ·ÓÂÈı‡ÌËÙÂ˜ ÂÓ¤ÚÁÂÈÂ˜ ‚·ıÌÔ‡ 3 ‹ 4 (96% ¤Ó·ÓÙÈ 87%), Î·È ÛÔ‚·Ú¤˜ ·ÓÂÈı‡ÌËÙÂ˜ ·ÓÙÈ‰Ú¿ÛÂÈ˜ (44% ¤Ó·ÓÙÈ 23% ﬁÏˆÓ ÙˆÓ ‚·ıÌÒÓ). √È ‰È·ÊÔÚ¤˜ Ô˘ ·Ú·ÙËÚ‹ıËÎ·Ó Î˘Ú›ˆ˜ ÛÂ Û¯¤ÛË ÌÂ ÙËÓ Ô˘‰ÂÙÂÚÔÂÓ›· (93% ¤Ó·ÓÙÈ 66%), ·Ó·ÈÌ›· (37% ¤Ó·ÓÙÈ 14%) Î·È ıÚÔÌ‚ÔÎ˘ÙÙ·ÚÔÂÓ›· (41% ¤Ó·ÓÙÈ 19%). øÛÙﬁÛÔ, ÔÈ Û˘¯ÓﬁÙËÙÂ˜ ÂÌÊ¿ÓÈÛË˜ ÎÏÈÓÈÎÒÓ ÂÈÏÔÎÒÓ Ô˘ Û¯ÂÙ›˙ÔÓÙ·È ÌÂ ·ÈÌ·ÙÔÏÔÁÈÎ‹ ÙÔÍÈÎﬁÙËÙ· ﬁˆ˜ ÛÔ‚·Ú¤˜ ÏÔÈÌÒÍÂÈ˜ ‹ ·ÈÌÔÚÚ·Á›·, ‹ ÂÎÂ›ÓÂ˜ Ô˘ Ô‰ËÁÔ‡Ó ÛÙÔÓ ı¿Ó·ÙÔ ‹ ÛÙÔÓ ÙÂÚÌ·ÙÈÛÌﬁ ÙË˜ ıÂÚ·Â›·˜, ‹Ù·Ó ·ÚﬁÌÔÈÂ˜ Î·È ÛÙÔ˘˜ ‰‡Ô ˘ÔÏËı˘ÛÌÔ‡˜. ¶ÂÚÈÁÚ·Ê‹ ÂÈÏÂÁÌ¤ÓˆÓ ·ÓÂÈı‡ÌËÙˆÓ ·ÓÙÈ‰Ú¿ÛÂˆÓ: ™˘¯ÓﬁÙÂÚÂ˜ ·ÓÂÈı‡ÌËÙÂ˜ ·ÓÙÈ‰Ú¿ÛÂÈ˜: ¢È·Ù·Ú·¯¤˜ ÙÔ˘ ·ÈÌÔÔÈËÙÈÎÔ‡ Î·È ÙÔ˘ ÏÂÌÊÈÎÔ‡ Û˘ÛÙ‹Ì·ÙÔ˜: √˘‰ÂÙÂÚÔÂÓ›·: ∏ Ô˘‰ÂÙÂÚÔÂÓ›· Â›Ó·È Ë ÈÔ Û˘¯Ó‹ ·ÈÌ·ÙÔÏÔÁÈÎ‹ ÙÔÍÈÎﬁÙËÙ·. ∞ÎÔÏÔ‡ıËÛÂ ÚÔ‚Ï¤„ÈÌË ÌÔÚÊ‹ Ù·¯Â›·˜ ÂÌÊ¿ÓÈÛË˜ Î·È ·Ó·ÛÙÚÂ„ÈÌﬁÙËÙ·˜, Î·È Û¿ÓÈ· Û˘Ó‰˘¿ÛÙËÎÂ ÌÂ ˘ÚÂÙﬁ ‹ ÏÔ›ÌˆÍË. √È Î·ÙÒÙÂÚÂ˜ ÙÈÌ¤˜ Ô˘‰ÂÙÂÚÔÊ›ÏˆÓ ·ÚÔ˘ÛÈ¿ÛÙËÎ·Ó ÛÂ ‰È¿ÌÂÛÔ 15 ËÌÂÚÒÓ Î·È ·ÔÎ·Ù·ÛÙ¿ıËÎ·Ó ÂÓÙﬁ˜ Ì›·˜ Â‚‰ÔÌ¿‰·˜. ∏ ·Ó¿Ï˘ÛË ·Ó¿ Î‡ÎÏÔ Ô˘ ‰ÈÂÍ‹¯ıËÎÂ ÛÂ ·ÛıÂÓÂ›˜ ÛÙÔ˘˜ ÔÔ›Ô˘˜ ¯ÔÚËÁ‹ıËÎÂ Û¯‹Ì· ÌÔÓÔıÂÚ·Â›·˜ Î·Ù¤‰ÂÈÍÂ Ô˘‰ÂÙÂÚÔÂÓ›· ‚·ıÌÔ‡ 3 Î·È 4 ÂÚ›Ô˘ ÛÂ 19% Î·È 8% ÙˆÓ Î‡ÎÏˆÓ ·ÓÙ›ÛÙÔÈ¯·. ™Â ·˘ÙﬁÓ ÙÔÓ ÏËı˘ÛÌﬁ ÂÌ‡ÚÂÙË Ô˘‰ÂÙÂÚÔÂÓ›·
·ÚÔ˘ÛÈ¿ÛÙËÎÂ ÛÙÔ 2% ÙˆÓ ·ÛıÂÓÒÓ Î·È ÛÂ < 1% ÙˆÓ Î‡ÎÏˆÓ. £ÚÔÌ‚ÔÎ˘ÙÙ·ÚÔÂÓ›·: ™˘Ì‚¿Ì·Ù· ·ÈÌÔÚÚ·Á›·˜ Ô˘ Û¯ÂÙ›˙ÔÓÙ·Ó ÌÂ ıÚÔÌ‚ÔÎ˘ÙÙ·ÚÔÂÓ›· ÂÌÊ·Ó›ÛÙËÎ·Ó ÛÂ < 1% ÙˆÓ ·ÛıÂÓÒÓ ÛÙÔ˘˜ ÔÔ›Ô˘˜ ¯ÔÚËÁ‹ıËÎÂ Û¯‹Ì· ÌÔÓÔıÂÚ·Â›·˜. ∏ ·Ó¿Ï˘ÛË ·Ó¿ Î‡ÎÏÔ Ô˘ ‰ÈÂÍ‹¯ıËÎÂ ÛÂ ·˘ÙÔ‡˜ ÙÔ˘˜ ·ÛıÂÓÂ›˜ Î·Ù¤‰ÂÈÍÂ ﬁÙÈ ·ÚÔ˘ÛÈ¿ÛÙËÎÂ ıÚÔÌ‚ÔÂÓ›· ‚·ıÌÔ‡ 3 Î·È 4 ÂÚ›Ô˘ ÛÂ 3% Î·È < 1% ÙˆÓ Î‡ÎÏˆÓ ·ÓÙ›ÛÙÔÈ¯·. ∞Ó·ÈÌ›·: ∞Ó·ÈÌ›· ·ÚÔ˘ÛÈ¿ÛÙËÎÂ ÛÂ 93% Î·È 94% ÙˆÓ ·ÛıÂÓÒÓ ÛÙÔ˘˜ ÔÔ›Ô˘˜ ¯ÔÚËÁ‹ıËÎÂ Û¯‹Ì· ÌÔÓÔıÂÚ·Â›·˜ Î·È Û˘Ó‰˘·ÛÌÔ‡, ·ÓÙ›ÛÙÔÈ¯·. ∆· ÔÛÔÛÙ¿ ÙˆÓ ·ÛıÂÓÒÓ ÌÂ ·Ó·ÈÌ›· Î·Ù¿ ÙËÓ ·Ó·ÊÔÚ¿ ‹Ù·Ó 46% Î·È 35%, ·ÓÙ›ÛÙÔÈ¯·. ∏ ·Ó¿Ï˘ÛË ·Ó¿ Î‡ÎÏÔ Ô˘ ‰ÈÂÍ‹¯ıËÎÂ ÛÙÔ˘˜ ·ÛıÂÓÂ›˜ ÛÙÔ˘˜ ÔÔ›Ô˘˜ ¯ÔÚËÁ‹ıËÎÂ Û¯‹Ì· ÌÔÓÔıÂÚ·Â›·˜ Î·Ù¤‰ÂÈÍÂ ﬁÙÈ ·ÚÔ˘ÛÈ¿ÛÙËÎÂ ·Ó·ÈÌ›· ‚·ıÌÔ‡ 3 Î·È 4 ÂÚ›Ô˘ ÛÂ 3% Î·È 1% ÙˆÓ Î‡ÎÏˆÓ ·ÓÙ›ÛÙÔÈ¯·. ¢È·Ù·Ú·¯¤˜ ÙÔ˘ ‹·ÙÔ˜ Î·È ÙˆÓ ¯ÔÏËÊﬁÚˆÓ: ∞˘Í‹ÛÂÈ˜ ÙˆÓ AST/ALT: ¶·Ú·ÙËÚ‹ıËÎ·Ó ·ÚÔ‰ÈÎ¤˜ ·˘Í‹ÛÂÈ˜ ÙË˜ ·Û·ÚÙÈÎ‹˜ ·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛË˜ (AST) Î·È ÙË˜ ·ÌÈÓÔÙÚ·ÓÛÊÂÚ¿ÛË˜ ÙË˜ ·Ï·Ó›ÓË˜ (ALT) ‚·ıÌÔ‡ 3 ÛÂ 38% Î·È 44%
ÙˆÓ ·ÛıÂÓÒÓ Î·È ·˘Í‹ÛÂÈ˜ ‚·ıÌÔ‡ 4 ÛÂ 3% Î·È 7% ÙˆÓ ·ÛıÂÓÒÓ ·ÓÙ›ÛÙÔÈ¯·. √ ‰È¿ÌÂÛÔ˜ ¯ÚﬁÓÔ˜ ÁÈ· ÙËÓ Â›ÙÂ˘ÍË ÙˆÓ Ì¤ÁÈÛÙˆÓ ÙÈÌÒÓ
‹Ù·Ó 5 ËÌ¤ÚÂ˜ ÙﬁÛÔ ÁÈ· ÙËÓ AST ﬁÛÔ Î·È ÁÈ· ÙËÓ ALT. √È ÂÚÈÛÛﬁÙÂÚÂ˜ ÙÈÌ¤˜ ÌÂÈÒıËÎ·Ó ÛÂ ‚·ıÌﬁ 1 ‹ ˘Ô¯ÒÚËÛ·Ó ¤ˆ˜ ÙËÓ ËÌ¤Ú· 1415 (‚Ï. ·Ú¿ÁÚ·ÊÔ 4.4). ∏ ·Ó¿Ï˘ÛË ·Ó¿ Î‡ÎÏÔ Ô˘ ‰ÈÂÍ‹¯ıËÎÂ ÛÂ ·ÛıÂÓÂ›˜ ÛÙÔ˘˜ ÔÔ›Ô˘˜ ¯ÔÚËÁ‹ıËÎÂ Û¯‹Ì· ÌÔÓÔıÂÚ·Â›·˜ Î·Ù¤‰ÂÈÍÂ ·˘Í‹ÛÂÈ˜ ‚·ıÌÔ‡ 3 ÙˆÓ AST Î·È ALT ÛÂ 12% Î·È 20% ÙˆÓ Î‡ÎÏˆÓ ·ÓÙ›ÛÙÔÈ¯·. ¶·Ú·ÙËÚ‹ıËÎ·Ó ·˘Í‹ÛÂÈ˜ ‚·ıÌÔ‡ 4 ÙˆÓ AST Î·È ALT ÛÂ
1% Î·È 2% ÙˆÓ Î‡ÎÏˆÓ ·ÓÙ›ÛÙÔÈ¯·. √È ÂÚÈÛÛﬁÙÂÚÂ˜ ·˘Í‹ÛÂÈ˜ ÙÚ·ÓÛ·ÌÈÓ·ÛÒÓ ‚ÂÏÙÈÒıËÎ·Ó ÛÂ ‚·ıÌﬁ 1 ‹ ÛÙ· Â›Â‰· ÚÔ ÙË˜ Â·Ó¿ÏË„Ë˜ ÙË˜ ıÂÚ·Â›·˜ ÂÓÙﬁ˜ 15 ËÌÂÚÒÓ, Î·È ÏÈÁﬁÙÂÚÔ ·ﬁ 2% ÙˆÓ Î‡ÎÏˆÓ Â›¯·Ó ¯ÚﬁÓÔ˘˜ Â·ÓﬁÚıˆÛË˜ ÌÂÁ·Ï‡ÙÂÚÔ˘˜ ÙˆÓ 25 ËÌÂÚÒÓ.
√È ·˘Í‹ÛÂÈ˜ ÙˆÓ ALT Î·È AST ‰ÂÓ ·ÎÔÏÔ‡ıËÛ·Ó ·ıÚÔÈÛÙÈÎ‹ ÌÔÚÊ‹ ·ÏÏ¿ Â¤‰ÂÈÍ·Ó Ù¿ÛË ÏÈÁﬁÙÂÚÔ ÛÔ‚·ÚÒÓ ·˘Í‹ÛÂˆÓ Î·Ù¿ ÙË ‰È¿ÚÎÂÈ·
ÙÔ˘ ¯ÚﬁÓÔ˘. ÀÂÚ¯ÔÏÂÚ˘ıÚÈÓ·ÈÌ›·: ∏ ¯ÔÏÂÚ˘ıÚ›ÓË ¤ÊÙ·ÛÂ ÛÙË Ì¤ÁÈÛÙË ÙÈÌ‹ Ì›· Â‚‰ÔÌ¿‰· ÌÂÙ¿ ÙËÓ ÂÎ‰‹ÏˆÛË Î·È ˘Ô¯ÒÚËÛÂ ÂÚ›Ô˘
‰‡Ô Â‚‰ÔÌ¿‰Â˜ ÌÂÙ¿ ÙËÓ ÂÎ‰‹ÏˆÛË. √È ÂÍÂÙ¿ÛÂÈ˜ Ë·ÙÈÎ‹˜ ÏÂÈÙÔ˘ÚÁ›·˜ ‰È¤ÁÓˆÛ·Ó ÛÔ‚·Ú‹ ÙÔÍÈÎﬁÙËÙ· (ÈÎ·ÓÔÔÈÂ› ÙÔÓ ÓﬁÌÔ ÙÔ˘ Hy) Î·È
ÔÈ ÎÏÈÓÈÎ¤˜ ÂÎ‰ËÏÒÛÂÈ˜ ÛÔ‚·Ú‹˜ Ë·ÙÈÎ‹˜ ‚Ï¿‚Ë˜ ‹Ù·Ó ﬁ¯È Û˘¯Ó¤˜ ÌÂ ÌÈÎÚﬁÙÂÚË ·ﬁ 1% Û˘¯ÓﬁÙËÙ· ÂÌÊ¿ÓÈÛË˜ ÌÂÌÔÓˆÌ¤ÓˆÓ ÂÓ‰Â›ÍÂˆÓ
Î·È Û˘ÌÙˆÌ¿ÙˆÓ ÂÚÈÏ·Ì‚·ÓÔÌ¤ÓˆÓ ›ÎÙÂÚÔ˘, Ë·ÙÔÌÂÁ·Ï›·˜ ‹ Ë·ÙÈÎÔ‡ ¿ÏÁÔ˘˜. ¶·ÚÔ˘ÛÈ¿ÛÙËÎÂ ıÓËÛÈÌﬁÙËÙ· ÛÂ ·ÚÔ˘Û›· Ë·ÙÈÎ‹˜
‚Ï¿‚Ë˜ ÛÂ ÏÈÁﬁÙÂÚÔ ·ﬁ 1% ÙˆÓ ·ÛıÂÓÒÓ Î·È ÛÙ· ‰‡Ô Û¯‹Ì·Ù·. ÕÏÏÂ˜ ·ÓÂÈı‡ÌËÙÂ˜ ·ÓÙÈ‰Ú¿ÛÂÈ˜: ∞˘Í‹ÛÂÈ˜ CPK Î·È Ú·‚‰ÔÌ˘ﬁÏ˘ÛË:
∞˘Í‹ÛÂÈ˜ CPK ÔÈÔ˘‰‹ÔÙÂ ‚·ıÌÔ‡ ·Ú·ÙËÚ‹ıËÎ·Ó ÛÂ 23-26% ÙˆÓ ·ÛıÂÓÒÓ Î·È ÛÙ· ‰‡Ô Û¯‹Ì·Ù·. ∞˘Í‹ÛÂÈ˜ ÙË˜ CPK ÛÂ Û˘Ó‰˘·ÛÌﬁ ÌÂ
Ú·‚‰ÔÌ˘ﬁÏ˘ÛË ·Ó·Ê¤ÚıËÎ·Ó ÛÂ ÏÈÁﬁÙÂÚÔ ·ﬁ 1% ÙˆÓ ·ÛıÂÓÒÓ. ∞ÏˆÂÎ›·: ∞Ó·Ê¤ÚıËÎÂ ·ÏˆÂÎ›· ÛÂ ÂÚ›Ô˘ 3% ÙˆÓ ·ÛıÂÓÒÓ ÛÙÔ˘˜
ÔÔ›Ô˘˜ ¯ÔÚËÁ‹ıËÎÂ Û¯‹Ì· ÌÔÓÔıÂÚ·Â›·˜, ·ﬁ ÙÔ˘˜ ÔÔ›Ô˘˜ Ë ÏÂÈÔ„ËÊ›· Â›¯Â ·ÏˆÂÎ›· ‚·ıÌÔ‡ 1. ∂ÌÂÈÚ›· ÌÂÙ¿ ÙËÓ Î˘ÎÏÔÊÔÚ›·
ÙÔ˘ ÚÔ˚ﬁÓÙÔ˜: ∫·Ù¿ ÙËÓ ÂÈÙ‹ÚËÛË ÌÂÙ¿ ÙËÓ Î˘ÎÏÔÊÔÚ›· ÙÔ˘ ÚÔ˚ﬁÓÙÔ˜ ¤¯Ô˘Ó ·Ó·ÊÂÚıÂ› Ï›ÁÂ˜ ÂÚÈÙÒÛÂÈ˜ ÂÍ·ÁÁÂ›ˆÛË˜ ÙË˜ ÙÚ·‚ÂÎÙÂ‰›ÓË˜ ÌÂ Â·ÎﬁÏÔ˘ıË Ó¤ÎÚˆÛË ÈÛÙÒÓ, Ë ÔÔ›· ··ÈÙÂ› ¯ÂÈÚÔ˘ÚÁÈÎﬁ Î·ı·ÚÈÛÌﬁ (‚Ï. ÂÓﬁÙËÙ· 4.4). 4.9 ÀÂÚ‰ÔÛÔÏÔÁ›·: À¿Ú¯Ô˘Ó ÂÚÈÔÚÈÛÌ¤Ó· ‰Â‰ÔÌ¤Ó· ÁÈ· ÙÈ˜ ÂÈ‰Ú¿ÛÂÈ˜ ÙË˜ ˘ÂÚ‰ÔÛÔÏÔÁ›·˜ ÌÂ ÙÚ·‚ÂÎÙÂ‰›ÓË. √È Î‡ÚÈÂ˜ ·Ó·ÌÂÓﬁÌÂÓÂ˜ ÙÔÍÈÎﬁÙËÙÂ˜ Â›Ó·È Á·ÛÙÚÂÓÙÂÚÈÎ¤˜,
Î·Ù·ÛÙÔÏ‹ ÙÔ˘ Ì˘ÂÏÔ‡ ÙˆÓ ÔÛÙÒÓ Î·È Ë·ÙÈÎ‹ ÙÔÍÈÎﬁÙËÙ·. ¢ÂÓ ˘¿Ú¯ÂÈ Û˘ÁÎÂÎÚÈÌ¤ÓÔ ·ÓÙ›‰ÔÙÔ ‰È·ı¤ÛÈÌÔ ÁÈ· ÙËÓ ÙÚ·‚ÂÎÙÂ‰›ÓË. ™Â ÂÚ›ÙˆÛË ˘ÂÚ‰ÔÛÔÏÔÁ›·˜, ÔÈ ·ÛıÂÓÂ›˜ ı· Ú¤ÂÈ Ó· ·Ú·ÎÔÏÔ˘ıÔ‡ÓÙ·È ÛÙÂÓ¿ Î·È ı· Ú¤ÂÈ Ó· ÍÂÎÈÓÔ‡Ó Û˘ÌÙˆÌ·ÙÈÎ¿ Ì¤ÙÚ· ˘ÔÛÙËÚÈÎÙÈÎ‹˜ ÊÚÔÓÙ›‰·˜, ﬁˆ˜ ··ÈÙÂ›Ù·È. 7. ∫∞∆√Ã√™ ∆∏™ ∞¢∂π∞™ ∫À∫§√º√ƒπ∞™: Pharma
Mar, S.A. Avda. de los Reyes 1, Pol›gono Industrial La Mina 28770 Colmenar Viejo (Madrid)
µÔËı‹ÛÙÂ Ó· Á›ÓÔ˘Ó Ù· Ê¿ÚÌ·Î· ÈÔ ·ÛÊ·Ï‹:
πÛ·Ó›·. 8. ∞ƒπ£ª√™(√π) ∞¢∂π∞™ ∫À∫§√º√ƒπ∞™: EU/1/07/417/001, EU/1/07/417/002. 9.
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ABSTRACT
Once an Oncologist or other Health Care Professional (HCP) agrees to treat a patient, he/she
has a professional duty to provide competent care. A patient who believes that he/she has
received improper medical treatment may be entited to take legal action against those who
administrated that treatment. Typically, all persons, institutions and organizational entities
involved with the treatment are named as defendants.
This work reviews and comments all types of lawsuits following malpractice (simple
negligence, gross negligence and deliberated torts) and product liability; the elements legally
required by the plaintiff to prove malpractice and by the defendant to prove innocence and
furthermore the profile of the “Reasonable Health Care Professional”. Moreover, it presents
the potential areas of litigation, characteristic examples of lawsuits, legal defenses to liability
and “scientific arms” to avoid litigation for Oncologist Experts.
Key words: medical malpractice; negligence; reasonable man; injury; damage.

INTRODUCTION
Once a Physician or other HCP agrees to treat
a patient, he/she has a professional duty to
provide competent care. In Oncology, patients
should receive the best cancer diagnosis,
treatment and care; there should be a freedom
from accidental injury due to medical care or
errors; and absence of misuse of services. In
the medical malpractice context, liability
emanates from the HCP’s failure to conform
to the profession’s customary practice. The
plaintiff must show some actual, compensable injury that is the result of the alleged
negligent care. Proof of injury can include the
physical effects of the treatment, but it can also
include emotional effects [7, 8, 19]. Conversely,
if the defendant doctor adheres to customary
practice, he/she cannot be found to have
committed malpractice.

The Reasonable Health Care Professional
(R-HCP)
A hypothetical person who exercises those
qualities which society requires of its members for the protection of their own interest
and the interests of others. In law, the
reasonable person is not an average or typical
person but a composite of the community’s
judgment as to how the typical community
member should behave in situations that
might pose a threat of harm to the public.
In medicine, it provides an objective by which
the conduct of HCPs is judged. The law
considers a variety of factors in determining
whether an HCP has acted as the hypothetical
reasonable specialist would have acted in a
similar situation. These factors include [7, 17,
18]:

An HCP
Knowledge, experience,
and perception

n

n

Special skills

n

must take into account actual knowledge or lack of knowledge of various
situations (therapies and/or diagnostic procedures) as an R-HCP always
does.
cannot deny personal scientific knowledge.
If an HCP engages in a medical procedure requiring special skills, education,
training, or experience, the standard by which his/her conduct is measured
is the conduct of a reasonably skilled, competent, and experienced HCP who
is a qualified member of the group authorized to engage in that activity.
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n

Physical characteristics

Mental capacity

Emergencies

Conduct of others

The law does not make a particular allowance for a resident/ trainee/ beginner/ experienced health scientist with
regard to special skills. He/She is held to the standard of conduct of HCPs who are reasonably skilled and
experienced in the activity.
The law takes an HCP’s physical characteristics into account in determining whether that person’s conduct is negligent.
A physically impaired individual cannot be expected to conform to a standard of conduct that would be physically
impossible for him/her to meet.
n Lack of intelligence, judgment, memory, or emotional stability does not excuse the HCP’s failure to act as a
reasonably prudent HCP would have acted under the same circumstances.
n Generally, the courts consider that, members of the public are unable to identify an HCP (and moreover a medical
doctor) with a mental illness. Consequently, to protect the public, the courts do not accept mental illness as a bar to
recovery for a liable third party.
n An HCP’s conduct in an emergency is evaluated in light of whether it was a reasonable response under the
circumstances, even though another course of action might have avoided the injury.
n In some circumstances, failure to anticipate an emergency may constitute negligence. The R-HCP anticipates, and
takes precautions against, foreseeable emergencies.
n An HCP can be negligent in causing an emergency, even if he/she acts reasonably during the emergency.
An R-HCP
n takes into account the conduct of others and regulates his/her own conduct accordingly.
n must even foresee the unlawful or negligent conduct of others if the situation warrants it.

Special attention must be paid to ionizing radiation. Along
with surgery and chemotherapy, radiation therapy is one of
the most important methods of cancer treatment. Almost
all specialists in the medical use of radiation (e.g., Radiation
Oncologists, Physicists, Biologists, Radiologists) are convinced that the magnitude of the public’s fear is unreasonable.
The law, however, properly recognizes a cause of action in
tort for radiation injury [20].
A patient who believes that he or she has received improper
medical treatment may be entited to take legal action against
those who administrated that treatment. Typically, all
persons, institutions and organizational entities involved with
the treatment are named as defendants.
Volume of malpractice cases. Brennan and his colleagues
[21] reviewed 30,121 randomly selected records. They found
that 3.7% of all hospitalized patients experienced an adverse
event (defined as injury caused by medical management).
Belk [22] found that 16,682 claims for medical malpractice
have been registered in the USA in 2001. Medical errors are
the leading cause of accidental death in the US, where
44,000-98,000 persons die from medical errors annually
(1997 estimates) [23, 24]. Medical errors are also the cause
of preventable harm and related adverse events related in
10% of patients in hospitals in Europe; 16.6% of Australian
hospital patients; 7.5% of patients admitted to Canadian
hospitals and 12.9% of public hospital admissions in New
Zealand [8]. In Oncology, medical errors have been reported
between 1.5-11.0% of chemotherapeutic prescriptions [25]
or over- or underdosing radiotherapy leading to increased
death.
Doctors facing a malpractice claim. 7.4% of all Physicians
FORUM of CLINICAL ONCOLOGY

experienced a malpractice suit from 1991 to 2005 [26] in the
USA. It is expected that 75% of Physicians in “low-risk”
specialties and virtually 100% of Physicians in “high-risk”
specialties could face a malpractice claim during their
careers [26, 27]. These claims are categorized as follows:
“High-risk” specialties for claim/year: Neurosurgery (19.1%);
Thoracic-Cardiovascular Surgery (18.9%); General Surgery
(15.3%); Orthopedic Surgery (14.8%); Plastic Surgery (13%);
Obstetrics and Gynecology (12%); Urology (10.5%). “Low-risk”
specialties for claim/year: Pathology, Dermatology, Family
General Practice, Pediatrics, Psychiatry (mean 5%/year risk
for claim). However, the authors also noted that the vast
majority of malpractice claims did not lead to any indemnity
payments.
Principal cause of a claim. According to Phillips and his
colleagues [28], one-third of all claims was the result of
misdiagnosis. In the US, in 1995, 24% of all patient claims and
lawsuits were against Diagnostic Radiologists.
Outcome of liability claims against medical experts and costs.
In US courts, more than 60% of liability claims are dropped,
withdrawn or dismissed without compensation to the
plaintiff (nevertheless, costing the defendant an average of
US$20,000). Medical Experts are found “not negligent” in over
90% of cases that go to trial (in 2008). However, the cost to
defend these cases was more than US$110,000 on average
in 2008 [29, 30]. Cohen & Hughes [31] reviewed 18,452 cases
between 06/1991-06/1992; of these, 69.4% were resolved in
an agreed settlement, 23.7% had summary judgments,
default judgments, dismissal or directed verdicts and 6.9%
had trial verdicts. Among the trial verdicts, 26% were in favor
of the plaintiffs. For the period 1995-2002, 41% of all claims
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concerning “breast cancer and malpractice” received
compensation of an amount of approximately US$440,000
on average [32]. Additional litigation expenses (including
lawyers, experts, and courts) and other transaction costs
account for 55-60% of malpractice compensation expenses
[33]. The US Department of Justice has found that median
medical malpractice awards in the States range from
US$109,000 to US$195,000 [31]. In general, direct and indirect
costs of malpractice are between 5% and 10% of total US
medical costs.
Medical Liability Premiums. They have increased by more
than 1000% throughout U.S.A. (1976-2007) and more than
double in 2008, compared to those of a few years ago [29,
30]. In New York and Florida, obstetricians, gynecologists and
surgeons pay today over US$100,000 per year for US$1
million in coverage [33].
Finally, awards for medical malpractice claimants are
subject to lengthy delays: on average, it takes around 4 years
to resolve a malpractice claim [34].
TYPES OF LAWSUITS
The available literature on medical malpractice legal matters
is rather restricted, originating mainly from the USA.
Nevertheless, despite the fact that the legislation in different
countries varies, the general guidelines related to
malpractice remain the same. To prove malpractice and
obtain the conviction of a defendant, the plaintiff should not
only illustrate an unwanted result but must also show that
the defendant HCP’s deviation from customary practice
caused the plaintiff’s injury. The main types of lawsuits
following malpractice are: Negligence, Gross Negligence
and Deliberate or Intentional Torts. The same philosophy is
also adopted for (medical) Product Liability [3, 11, 12, 19, 20,
21, 26, 28, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43].
Negligence
In any civilized country, people are legally entitled to receive
a certain standard of medical care. In such cases, negligence
generally arises when HCPs do not adhere to those
standards. Negligence may be misfeasance, malfeasance,
or nonfeasance.
Negligence is a type of tort based on “fault”. Fault in a tort
context is not necessarily morally blameworthy: negligence
is accidental as distinguished from “intentional torts” or from
crimes; the conduct may not have been intended to cause
harm but nonetheless failed to meet an accepted standard of
conduct (often referred to as the “reasonable man” standard,
see “Glossary of legal terms in medicine”).
Elements in determining liability for negligence
A person (a plaintiff) who alleges negligent medical
malpractice must establish all elements of the tort of
negligence in a malpractice lawsuit presented hereafter [43]:

1. A Duty of Care was owed (A legal duty exists whenever
a hospital or health care provider undertakes care or
treatment of a patient).
2. There is a Breach of that Duty (The provider violated the
applicable Standard of Care or failed to conform).
3. The Breach of Duty was a proximate cause of an Injury
(The person suffered a compensable Injury).
4. Damages were caused (The plaintiff suffered damage
as a result of that Breach).
The legal burden of proving the elements of the tort (duty,
breach of duty, causation of injury, and damages) is on the
plaintiff.
1st element: Duty Defined by Standard of Care
The preexisting relationship between the defendant and the
plaintiff must be such that there is an obligation upon the
defendant to exercise reasonable care to avoid causing injury
to the plaintiff in all circumstances of the case.
The basis of determining the standard of care has evolved from
a “customary standard” (or “minimum standard of care”),
based on practices of similar “reasonable and prudent” medical
professionals, toward a more “objective” “good” standard
(which should be the “minimally acceptable standard” [41].
Attention: “Accepted standards of conduct” change over time:
Professional conduct on the part of a Clinical Oncologist,
Radiation Oncologist or a Clinical Physicist that may have
been “excusable ignorance” 15 years ago, may be regarded
as “negligent ignorance” today.
From this perspective, Specialized Physicians (Oncologists,
Radiation Oncologists, Radiologists, Surgeons and Others)
and Radiation Physicists are considered as persons of
exceptional knowledge, and held at a higher and more
demanding standard of care of increased responsibility. A
modern standard of care for medical professionals should
be based on what [40, 44]:
n
n
n
n
n

is reported in the international scientific literature …
professional, academic and medical schools teach …
various professional organizations or boards recommend (guidelines) …
other professionals do in their practices …
the expert witnesses recommend and do in their own
practice …

Among the above resources, the more solid and reliable,
both legally and scientifically, and by far the best sources of
guidance for the courts are guidelines and documents of the
international professional bodies, as well as recognized
authorities relative to the subject.
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If there is not preexisting relationship between a Physician
and a person, the former usually does not have a duty to
render aid or prevent harm to the latter from an independent
cause. Nevertheless, in some special circumstances, a
Physician could voluntarily assume a duty like, e.g., on a road
accident. Rendering aid to victims, the Physician is under a
duty to exercise reasonable care and he or she is exposed to
the risk to be sued for negligence.
2nd element: Breach of Duty
Dereliction or breach of duty generally refers to a failure to
conform to rules of one’s profession, which will vary by tasks
involved. Breaching duty in medicine means that a doctor
failed to react or act accordingly to a patient’s illness or injury,
or that an act he or she took was indeed negligent, and the
outcome resulted in additional harm to the patient. Some of
the types of legal claims regarding medical negligence and
breach of duty are: prescribing incorrect medicines, administering incorrect drugs, incorrect Chemotherapy or Radiotherapy dosing, misdiagnosis, mistakes during surgery. As
long as one of the accepted treatment approaches is followed, a doctor is protected from malpractice liability. Furthermore, the relative merits of each approach are irrelevant,
provided that there is an established custom supporting the
method employed [7, 12].
3 element: Injury and Causation
Causation denotes a direct link between the defendant’s
negligence and the claimant’s losses and damages. An added
factor in the formula for determining negligence by the court
is whether the plaintiff’s losses and damages were
“reasonably foreseeable” at the time of the alleged carelessness. In most cases, the defendant in a personal injury case
tries to prove the opposite: that the plaintiff has a preexisting
injury or that his/her injuries have some other cause. For
example, assume that an Oncologist is sued for the negligent
prescription (without being cautious for risks of severe high
blood pressure) of bevacizumab (humanized monoclonal
antibody that inhibits vascular endothelial growth factor A VEGF-A) to a patient with metastatic colon cancer disease and
that the patient died of a stroke. The plaintiff cannot recover
damages for the stroke, unless there is sufficient proof to
show that the wrong medication was a contributing cause.
Intervening Cause: In some cases, defense may argue that
there was a prior intervening cause. A cause of injury is a
superseding intervening cause only if it occurs subsequent
to the defendant’s negligent conduct. Suppose a defendant
negligently treats a patient presenting a Ewing’s sarcoma in
the femur and subsequently, an orthopedist negligently
treats also the plaintiff, aggravating his/her injury. The
orthopedist’s negligence is an “intervening cause” of the
plaintiff’s injury. It should be stressed that:
n Even if an intervening cause exists, it does not mean that
the defendant’s negligent conduct is not the proximate

cause of the plaintiff’s injury. However, in some situations
(defined and discussed in the court) the defendant will still
be excused from liability.
n

The defendant remains liable as he/she should have
foreseen the intervening cause and should have handled
it carefully and properly. However, if the intervening cause
is the intentional or criminal conduct of a third person, the
defendant is not liable for this person’s negligent conduct.

4th element: Damage
Proof of damage is an essential part of the plaintiff’s case.
Without damage (losses which may be pecuniary or
emotional), there is no basis for a claim, regardless of
whether the medical provider was negligent. Likewise,
damage can occur without negligence, for example, when
someone dies from a fatal disease [20].
The plaintiff’s damages may include compensatory and
punitive damages (the last awarded only in the event of
willful and wanton conduct). Below are presented elements
of damages, which should be elicited when applicable in an
injury or death case, arising from medical malpractice in
general (a) and malpractice due to exposure to ionizing
radiation (b):
a. Medical Malpractice elements of damages
n

Damages recoverable by or on behalf of an injured
person: medicines and medical fees, loss of past and
future earnings, special care aid and equipment, travel
expenses, assistance for household chores, care and
assistance, adapted accommodation and transport,
general expenses, pain and suffering from physical
injuries and reasonably likely to occur in the future,
mental anguish, harm or loss of sleep, sexual dysfunction, anosmia, past and future impairment of ability to
enjoy life, …

n

Damages recoverable by heirs or dependents of an
injured person: loss of consortium, loss of household
services from killed or injured spouse, loss of financial
support from decedent’s earnings and other income,
loss of parental advice and guidance, funeral and burial
expenses, mental distress resulting from witnessing
injury to decedent, …

n

Additional elements of damages: litigation fees and
costs, damages for injury to real property, exemplary
or punitive damages for malicious or irresponsible
conduct…

rd
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b. Additional elements of damages due to Exposure to
Ionizing Radiation
n

Exposure to radiation source: nature of radiation source,
level of exposure, proximity to radiation source, duration of exposure, exposure exceeded applicable regulatory standards, shielding (if any) of radiation source,
protective clothing worn by the plaintiff at the time of
exposure, license validity of the radiation unit at the time
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of the event, valid calibration of radiation monitoring
devices, …

in the case of abandonment, disclosure of confidential
information and fraud.

n

Standard of care: breach of National and International
Regulatory Standards, Standards created by oversight
organizations, scientific research or industry.

The following are the most significant types of deliberate
torts in the medical arena:

n

Injuries: acute radiation injury (erythema, wounds or
open sores, damage to internal organs, death within
accepted period following exposure), late radiation injury
(cancer or leukemia, mutagenic and teratogenic effects).

Finally,
The court decides whether all elements of negligence
[duty/standard of care, breach of duty, cause-in-fact / proximate cause (scope of liability) and damages] have been
proven by a preponderance of the evidence (that is, by more
than 50% to be more likely than not for anyone) to establish
a prima facie case. If the plaintiff fails to prove one element
of negligence, the plaintiff’s case fails.
Gross negligence
Like many legal terms, gross negligence is difficult to define
and has no generally accepted meaning. In general, it is a
conscious and voluntary disregard of the need to use
reasonable care, which is likely to cause foreseeable grave
injury or harm to persons, property, or both [35]. Prosser
and Keeton [41], state that:
“Gross negligence is more than ordinary inadvertence or
inattention, but less perhaps than conscious indifference to
the consequences”.
Ordinary negligence and gross negligence differ in the degree
of inattention, while both differ from willful and wanton
conduct. In addition, a finding of willful and wanton misconduct
usually supports a recovery of Punitive Damages, whereas
gross negligence does not. Examples include a surgeon
amputating the wrong limb or leaving a surgical instrument
inside a body cavity of the patient.
Physicians and Physicists should be very concerned when
gross negligence is pleaded in any lawsuit, because malpractice insurance may not cover awards of exemplary damages.
“Gross negligence” in the Civil and Criminal Law requires
from a plaintiff at least a “clear and convincing” standard of
proof, which is a standard greater than the “preponderance
of evidence” standard.
Deliberate (intentional) torts
Although most medical suits involve negligent torts, there is
significant opportunity for suits charging deliberate
(intentional) torts. To establish the required intent to support
such a charge, it is not necessary to show that the defendant
specifically meant to harm the plaintiff but only that the
defendant deliberately performed the wrongful act. For
example, a Physician can be accused [12] of intentional tort

Battery: It is defined as the intentional violation of a patient’s
rights to direct his or her medical treatment. The wrongful
act to be avoided under battery is the invasion of a person’s
right of bodily inviolability. Medical battery occurs when a
patient is treated without informed consent. Most commonly,
battery charges are alleged where there is a dispute over
whether the patient agreed to treatment or refused it. The
agreement or refusal of treatment can be made directly with
the patient, through an advance directive, or through a health
care proxy. A valid ground for complaint exists even if the
defendant intended no harm and the patient suffered no
physical damage. Monetary awards generally are small
unless there is physical damage or the defendant meant to
cause harm. Cases of alleged sexual assault by Physicians
are considered battery actions.
Fraud and deceit: Cases in which a Physician deliberately
misrepresents facts to obtain a patient’s consent for a
procedure are treated as matters of fraud and deceit. These
cases can be distinguished from the more common cases
of informed consent. To show that a doctor committed fraud
or deceit, whether in giving advice to the patient or altering
clinical records, the plaintiff has to show the following:
1. The doctor knew, or should reasonably have known, that
the information was false or that the records were
altered.
2. The doctor intended that the patient relies on it, and he or
she believed it was true.
3. The patient based his/her decision or action on the belief
that it was true.
4. The patient suffered an injury or financial loss because of
his/her reliance on the doctor’s misrepresentation. For
example, the patient consented to surgery or delayed
filing a malpractice suit until after the time limit ran out.
Breach of confidentiality: Disclosure of information about a
patient’s case to a third party, without patient consent or court
order, of private information that the Physician has learned
within the patient-physician relationship. Disclosure can be
oral or written, by telephone or fax, or electronically, for
example, via e-mail or health information networks. The
medium is irrelevant, although special security requirements may apply to the electronic transfer of information.
This theory can support a suit based on an implied duty to
keep patient information confidential, invasion of privacy,
defamation, and unprofessional conduct.
Fee splitting in medicine & healthcare
In the case of fee splitting the law states “that payment by or
to a Physician solely for the referral of a patient is unethical
as is the acceptance by a Physician of payment of any kind,
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and in any form, from any source such as a pharmaceutical
company or pharmacist or a manufacturer of medical
appliances and devices, for referring a patient to that source.
… Clinics, laboratories, hospitals or other health care
facilities which compensate Physicians for referral of
patients are engaged in fee-splitting, which is unethical”
[AMA code, 30].
In most parts of the world, this practice is also considered
unethical and unacceptable, and one of the major reasons of
medical malpractice [7] as:
n patients will not necessarily be referred to the most
appropriate doctor to provide care, but will instead be
referred to those doctors or hospitals with which the
referring doctor has a commission payment type of
arrangement;
n it encourages a care provider to provide unnecessary
treatment, prescribe expensive unnecessary expensive
drugs, and run tests.
PRODUCT LIABILITY
Product Liability or Medical Malpractice? Many times, drug
providers and medical device manufacturers fail to warn about
the potential dangers of their products and fulfill their duty by
providing the warnings to the medical personnel who will be
using the products, and then the duty passes to those
professionals to inform the patient. There is a fine line between
a products liability action involving a defective medical device
and a medical malpractice action [www.injury.findlaw.com].
Negligence (duty and breach of duty) may not be easily
proven against a distant manufacturer of a product that has
caused harm. In the majority of these cases no liability has
been found, as manufacturers claim that their “activity and
responsibility” was ceased at the time of the initial distribution of the product to intermediaries. Product liability,
based on strict liability, is a more accessible target for a
plaintiff injured by a product (focusing upon the product
rather than the intent to actions to provider/ manufacturer/
seller) [3, 12].
The four principal arguments that underlie product liability
suits are a) Negligence, b) Breach of Warranties, c) Strict
Products Liability, d) Misrepresentation or Defectively
Marketed Medical Devices.
The Plaintiff (Hospital, HCP, Patient) must prove that the
product (medical device/ drug):
a. Was legally sold (the plaintiff must identify the supplier
of the defective product and establish a causal
relationship between product and plaintiff’s injury).
b. Reached the user without change. This can be assured
only if the product is delivered accompanied with
signed proof at the final place of use (e.g. hospital) and
not at the manufacturer’s store or factory (otherwise,
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the seller may allege that the damage occurred during
the transfer from the seller’s site to the user’s place).
c. Was defective in design, manufacturing, or lack of
warning (rendering the product malfunctional or
unreasonably dangerous as perceived by a user) and
the defect has existed at the time the product left
defendant’s control.
In addition, the Plaintiff must show that,
d. There were proximate injuries and damages caused
by the defect.
e. More probably than not, the defect did not arise from
subsequent improper handling or misuse of the
product.
Nevertheless, the overall scheme is ambiguous: a plaintiff
may recover damages even if the seller has exercised all
possible care in the preparation and sale of the product, but
even under strict tort liability principles, a manufacturer/ seller
is not an insurer of the safety of the products he/she sells.
Prescription of drugs and medical devices
These medical products are not defective in design as long
as they would be sufficiently therapeutic to prompt a
reasonable health provider, knowing its foreseeable risks
and benefits, to prescribe the drug or the radiotherapeutic
session. Some drugs, in the present state of human
knowledge, are not completely safe for their use. The designation of a drug or a medical device as “unavoidably unsafe”
does not protect completely the health provider, as the
plaintiff may still prove liability in negligence upon showing
that the product, usually a pharmaceutical, was marketed
without due care. Nevertheless, in many instances it is
sufficient to materialize the chain: the manufacturer warns
the prescribing health professional about the potential risks,
the latter is conscious that he/she is not in a position to
reduce the risk and reasonable warnings are directed
toward the patient.
A post-sale duty to warn arises “when a latent defect which
makes the product hazardous becomes known to the
manufacturer shortly after the product has been put on the
market”. The manufacturer has also a continuing duty to
warn and to apprise of new scientific and medical developments, and to inform the medical profession of pertinent
developments related to treatment and side effects.
Basis for liability
The manufacturer or/and seller of a medical device or drug
is presumed to be an expert in his/her field. The duty to
guard against negligence and supply a safe medical product
applies to everyone in the distribution chain, including the
manufacturer and the vendor. These individuals owe a duty
of care to anyone who is likely to be injured by such a product
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if it is defective, including the initial buyer (hospital or HCP)
and the end-user (patient) [45]. In sum:
n Warnings: Sellers have a duty to warn for hazards of
which they know or have reason to know, and of which
the buyers are unaware.
n The occurrence of an unwanted event itself does not
make out plaintiff’s prima facie case in negligence.
However, circumstantial proof, such as recent purchase
and ordinary use, that tends to rule out the possibility of
alternative causes, may advance the plaintiff’s proof of
both defects and negligence.
n Defendant’s violation of a regulation pertaining to safety
may be considered negligence per se.
n Upon the demonstration that the product was one over
which the defendant had complete control (e.g. linear
accelerator under contract of maintenance), and that the
accident resulting in injury was of such a nature that it
ordinarily would not occur in the absence of negligence, the
doctrine of res ipsa loquitur permits the plaintiff to shift to the
defendant the burden of proof on the issue of negligence.
At common law, a defendant (usually a manufacturer or
seller) could defend in negligence by showing that:
n Liability in negligence is limited to settings, in which the
product was put to a reasonably foreseeable use, including a reasonably foreseeable misuse.
n Implied warranties of merchantability or fitness for a
particular purpose can be disclaimed, provided that the
seller carefully follows the disclosure and protocols
established.
n Subsequent product changes, or other post-incident
remedial measures, cannot be used by plaintiff to prove
defect or antecedent negligence.
n No duty exists to warn for obviously hazardous conditions.
LITIGATION IN ONCOLOGY
Potential areas of litigation
Oncologists are less likely to be sued than Physicians of
other specialties. As the nature of the specialty relates to
plenty of bad outcomes, Oncologists are perhaps protected
from allegations of wrongdoing by the fact that most such
allegations are not unexpected. Therefore, they must be
aware of medico-legal vulnerability and avoid exposure to
allegations of negligence. The potential areas of litigation
described below, in large part concern not only Oncologists
but also other cancer specialists and Health Care Professionals [39].
Cancer diagnosis mistakes
There are several ways in which Oncologists can make
diagnostic mistakes. The most important ones are: missed
diagnosis, wrong diagnosis (misdiagnosis), failure to
recognize complications, failure to diagnose a related or

unrelated disease and delayed diagnosis. Late diagnosis
(breast cancer being the leading cause) and misdiagnosis
are the more common types of diagnostic errors and hold a
large percentage in medical malpractice complaints. The
usual causes of delay in cancer diagnosis involve [36, 37, 39]:
n Weak communication and cooperation between the
Diagnostic Physician (Pathologist or Radiologist) and the
ordering Physician [46], or between Physician and patient.
n Misreading of pathology slides.
n Failure to follow a symptom or biopsy a mass after initially
negative tests.
n Missing second malignancies in cancer survivors, who
are at increased risk due to both genetic predisposition
and to late side-effects of treatment.
Chemotherapy prescription and dosing
It concerns errors in Chemotherapy prescribing, mixing, and
administration. A positive aspect on this matter is that
oncology chemotherapy drugs have a lower therapeutic
index than drugs used in other specialties. A negative aspect
is the tremendous regimen complexity involving several
calculations, consideration of organ function and patient age,
previous drug exposure, toxicities, specific patient characteristics, numerous critical supportive drugs and procedures, and drugs to protect against toxicities of specific
agents.
In addition to the above, recent changes in chemotherapy
services, drug provision, preparation and administration not
directly controlled by the Oncologist (e.g. movement of
chemotherapy administration out of the oncology offices),
phone calls, insurance issues, regulatory demands, and
declining reimbursement increase the risk of error and,
hence, liability [39, 47].
Experimental treatments
The well-known High-Dose Chemotherapy plus Autologous
Bone Marrow Transplant (HDC-ABMT) breast cancer treatment
procedure [48] controversy bears two important lessons for
resolving disagreements about experimental treatments:
1. It underscores the importance of fidelity to good science
as the primary basis for using and paying for a new
medical intervention. Medical and financial coverage for
a, very often, costly and toxic treatment when its efficacy
is unproven, has serious ramifications for patients, clinical
researchers, and the health care budget.
2. The controversy raises questions about the institutional
competence of courts to resolve coverage disputes
concerning investigational therapies.
Based on the principles of beneficence and non-maleficence,
if the efficacy of a treatment is not substantially proven and
involves high morbidity and mortality, the Physician should
avoid recommending it. However, treatment decision approaches by patients and their Physicians may differ. Indeed, the
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relevant question to scientists and insurers is whether there
was reliable evidence that a new drug has therapeutic benefit.
To desperate cancer patients who have not responded to
conventional treatment options, it is a last chance intervention
and the question is whether the procedure might have benefit.

radiation and late effects, this does not mean that everyone
exposed to radiation will develop cancer or leukemia.
Moreover, no medical tests exist that can determine that late
injuries were caused specifically by radiation [12, 44].

This controversy shows that there are major limitations on
the usefulness of litigation as a means of resolving disagreements about investigational treatments. If health plans
resist pressures to provide coverage for expensive new
therapies that are not yet proven by well-designed clinical
trials, inevitably more patients will turn to the courts for relief.
Thus, the safest way to avoid litigation is good science and
participation in clinical trials, determining the medical
appropriateness of experimental treatments.

It is extremely important to emphasize that:

Radiation dose
Current radiation safety philosophy is based on the conservative assumption that radiation dose and its biological
effects on living tissues are modeled by a relationship known
as the “Linear Hypothesis”. The assertion is that every radiation dose of any magnitude can produce some level of
detrimental effects, which may be manifested as an increased risk of genetic mutations and cancer.
This assumption led to the acceptance of the concept
“ALARA”, acronym for “As Low As Reasonably Achievable”.
“Reasonably” including economic, social and technological
factors. This is a radiation safety principle for minimizing
radiation doses both to patients and to radiation personnel
and releases of radioactive materials by employing all
reasonable methods. However, ALARA is not a tort standard
of care; rather, it is a professional philosophy of excellence.
Duty of Care & Breach of that Duty: Many radiation injury
cases that find their way to court are based on the tort theory
of negligence. The duty is easily proved in these cases and
is difficult for a defendant (Radiation Specialist) to successfully agree a “no duty” defense, as the use of radiation is
highly regulated. Regulations play a major role in defining
the standards of care in Radiation Protection (dose limits) and
in Radiology (performance-based imaging quality) [46]. In
Radiation Therapy, regulations have lesser importance in
defining the standard of care, because of the individualized
nature of the treatment (technique, treatment site, radiation
dose and dose rate). Compliance/ Non-compliance with
safety standards in this well-structured and highly regulated
area provide an excellent measure of breach.
Causation & Injuries: An HCP (as defendant) who has attentively complied with international and national radiation regulations might successfully argue that an injury that resulted,
despite the compliance with the above standards and
regulations, was no “foreseeable” and was, therefore, beyond
the defendant’s duty. The defendant should not have a duty to
protect against unforeseeable immediate or late injury. Regarding late radiation injuries, the situation is more complicated. Although medicine recognizes a causal link between
FORUM of CLINICAL ONCOLOGY

n

a “poor” therapeutic result, standing alone, is not proof of
negligence (for instance, when a Radiation Oncologist
handled his/her patient with reasonable care, diligence,
and judgment);

n

measurement or calculation mistakes are not considered
as “errors in judgment” per se. Mistakes in radiation
measurement or calculation that result in injury and
damage to a patient will be found to be “negligence” on the
argument that a safety system should have been in place
to discover errors.

Pain control
The successful practice of hospice and palliative medicine
requires basic knowledge of its medico-legal aspects [49].
Oncologists face liability for over-/under-prescribing narcotic
analgesics, especially if this results in patient death. However, as guidelines for pain management are available, e.g.
American Pain Society [50], Physicians are usually protected
against negligence if they comply with them.
Informed consent
Patients often have expectations of medical outcomes that do
not coincide with actual success rates. Oncologists who give
false hopes or promise a cure further add to this problem.
Adequate informed consent and honest communication are
always essential. No matter what standard is applicable and
before the patient can give consent, there are five basic
elements that must be disclosed in language that a lay
individual reasonably can be expected to understand [15]:
1. The diagnosis, including the disclosure of any reservations the Oncologist could have.
2. The nature and purpose of the proposed procedure or
treatment.
3. The risks and consequences of the proposed procedure
or treatment.
4. Reasonable treatment alternatives.
5. Prognosis without treatment.
Often a number of informed consent cases are based on
negligence, when an Oncologist performs a substantially
different procedure from that to which the plaintiff-patient
agreed or, when the doctor significantly exceeds the scope
of the plaintiff-patient’s consent [10]. Nevertheless, the typical
negligence-based informed consent case occurs where an
undisclosed complication with a medical procedure or
treatment arises. The Oncologist risks being accused for loss
of chance of a better result for the patient, if a more expe-
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rienced Oncologist had performed the procedure or a different therapy had been chosen.
An Oncologist would not be liable when the non-disclosure
of a material risk was justified due to an emergency (a victim
is unconscious and unable to provide consent) or when the
patient requests the doctor not to inform him or her. Many
courts also recognize a therapeutic privilege under which
an Oncologist may justify non-disclosure upon proof that
disclosure of information would be harmful to the patient’s
physical or psychological well-being.
Based on the above elements, to succeed in a claim of
negligence the patient must show that:
n the Oncologist failed to inform the patient adequately of
significant risks of serious harm associated with the
proposed treatment, as well as alternatives;
n the patient, due to this failure, agreed to therapy that a
reasonable patient would otherwise have refused;
n the patient suffered injury due to the therapy subsequently
received.
Since medical treatment requires consent, the determination of the effective actual consent is critical in this context.
A medical procedure without the patient’s consent can
constitute battery. These elements may seem obvious,
however the criteria are less well-defined for Chemotherapy
or Radiation Therapy, especially as practices vary among
countries and in many of them a formal written consent
form is not required.
Generally, legal protection and good medical practice require:
n A detailed explanation of risks and benefits before
beginning treatment,
n The documentation of that explanation should be added
the medical record. This includes “diagnosis, nature,
consequences and alternatives of the proposed treatment, prognosis with and without the treatment”. Without
this record, even a note “informed consent obtained” or
better a signed consent, are not sufficient to protect the
Physician against suit.
The way to speak to patients about their diagnosis, treatment and prognosis clearly without frightening them and
avoiding emotional trauma is a major challenge. These
matters become even more complex when dealing with:
n mentally impaired or incompetent patients;
n children and parents, in pediatric oncology;
n desperate patients in oncology research. These patients
may confuse research and treatment and have unrealistic
expectations about benefits. ASCO offers guidance in its
policy statement on oversight of clinical research [51].
Protection of privacy
It is very important for cancer patients to maintain confidentiality of medical information and records, avoiding
informing the family and/or others until patient consent can

be obtained. Improper disclosure of this data could result in
emotional, psychological, and financial harm to patients and
their families. Specific regulations and laws determine to
whom cancer information may be reported, how cancer
information is reported, and what procedures should be
taken to access cancer information. Particularly risky is also
communicating HIV or genetic testing results and familial
diseases [2, 39, 52].
For patients of an Institution (usually hospital), care and
treatment are recorded. This information is shared with the
health care providers involved in the case and part of it with
the Financial and the Statistics Departments of the Hospital.
“Health Care Providers” in this context are Departments and
Units of the Hospital, including Outpatient Clinics employees,
volunteers, trainees, students, contractors and medical staff
members of the Hospital, involved in the treatment. The data
is not used or disclosed for other purposes without the
patient’s permission.
Exception to the above rule: Under specific circumstances (some with and some without the patient’s permission), medical
information can be disclosed to Appointment Reminders,
Treatment Alternatives, Health-Related Services, Hospital
Patient Directory, Spiritual Care Services Office, Individuals
(family members or friends) involved in patient medical care,
Coroners, Medical Examiners, Funeral Directors, Organ and
Tissue Donation Organizations, Military Command Authorities
(for members and veterans of the armed forces), authorized
National Officials for Intelligence, Counterintelligence, and other
national security activities authorized by law, Correctional
Institutions or Law Enforcement Officials (for inmates or
persons involved in a lawsuit or a dispute), Research Coordinators, Public Health Authorities (for the protection of the public
health), Police Authorities (to prevent a Serious Threat to Health
or Safety).
Regarding medical records, the patient has the right to [2]:
n Inspect and Obtain a Copy (subject to certain limited
exceptions, e.g. it may not include some mental health
information).
n Request a Correction or add an Addendum (if the patient
believes that the file is incorrect or incomplete).
n Request an Accounting of Hospital Disclosures of the
Medical Information (list describing how the hospital has
shared medical information with outside parties).
n Request Confidential Communications (about medical
matters in a certain way or at a certain location).
n Request Restrictions (on certain uses or disclosures of the
medical information, e.g., the patient’s name not appearing
in the Hospital’s Patient Directory while inpatient).
Genetic counseling
With the growing availability of tests for genetic predisposition to malignancy, patients are increasingly turning to their
oncologists for advice on whether to test and what to do with
test results. One could be held liable for omitting indicated
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testing or neglecting to maintain surveillance for an
associated cancer. There is equal need for full disclosure if a
patient rejects a procedure recommended by the Oncologist.
In this case, a practical and useful step is to write a letter to
the referring Physician and send a copy to the patient.
Oncology Societies [53, 54] affirm their will to integrate cancer
risk assessment and management, including molecular
analysis of cancer predisposition genes, into the practice of
oncology and preventive medicine (especially for patients
and families affected by hereditary cancer syndromes). It is
recommended that Oncologists should include in pre- and
post-test counseling the discussion of possible risks and
benefits of cancer early-detection and prevention modalities,
some of which have presumed but unproven efficacy for
individuals at increased hereditary risk of cancer.
Defense to liability
Almost all malpractice cases involve a serious injury,
complication, or death. Juror sympathy for the plaintiff is
highly probable. The first duty of the defense is to try to
accurately assess the case at the earliest possible stage with
the assumption that the case will go to trial. The initial inquiry
from the plaintiff side is whether there are any immediate
defenses to be raised by the defendant’s side (i.e., improper
venue, statute of limitations violations, etc.). Then, both sides
turn to the charges themselves [62]. The most important of
the above parameters are presented in brief below.
Contributory negligence, comparative negligence and
assumption of risk
Even if a plaintiff has established that the defendant owed a
duty to the plaintiff, breached that duty, and proximately
caused the defendant’s injury, the defendant can still raise
defenses that reduce or eliminate his/her liability. These
defenses include [14, 38, 45, 63]:
n Contributory Negligence: It applies to cases where
plaintiffs/claimants have, through their own negligence or
incautious conduct, contributed to the harm they suffered.
n Comparative Negligence: Partial legal defense that
reduces the amount of damages that a plaintiff can
recover in a negligence-based claim based upon the
degree to which the plaintiff’s own negligence contributed
to cause the injury.
n Assumption of Risk: Avoid liability for negligence by
establishing that the plaintiff voluntarily consented to
encounter a known danger created by the defendant’s
negligence.
Circumstantial evidence
Sometimes a patient (plaintiff) has no direct evidence as to
how the defendant (doctor) acted and must attempt to prove
his/her case through circumstantial evidence. Suppose that
a patient with breast cancer is severely injured during a
surgical operation to remove the malignant mass of tissues.
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The plaintiff, who was unconscious during the operation,
sues the doctor in charge of the operation for negligence,
even though she has no idea how the injury actually
occurred. In cases such as this, the doctrine of “Res ipsa
loquitur” (“the thing speaks for itself”) is invoked. “Res ipsa
loquitur” allows a plaintiff to prove negligence on the theory
that his/her injury could not have occurred in the absence of
the defendant’s negligence [14, 63, 64].
One should keep in mind: the Jury will be constantly looking
at the defendant throughout the trial, assessing his/her every
move even when he/she is not on the witness stand [62].
Defendant doctor’s deposition
As the line between conduct which meets the “standard of
care” and conduct which is outside the standard of care, is
often thin, blurred (and potentially still evolving), the
defendant doctor’s deposition is the most important part of
preparing the defense case. This is a challenge and a risk
for the defendant’s lawyer as, despite extensive predeposition preparation, even the most intelligent and savvy
Physicians still remain unpredictable once the deposition
begins, and may yield to the temptation of saying too much
[62]. The Less Said the Better: the testimony should be kept
as short as possible, scoring important points and being
interesting [65, 66].
“The role of expert witness is alien to most Oncologists, who
are accustomed to quoting evidence from studies, but who
may instead be asked to comment on questions for which
data are incomplete or nonexistent. For example, cases
alleging delay in diagnosis often hinge upon retrospective
estimates of survival based on different times of diagnosis and
treatment. Scientific concepts like lead-time bias, relative
versus absolute risk, and statistical versus clinical significance
may be difficult to convey to a lay audience. Attorneys may try
to elicit absolute percentages of survival or tumor doubling
times, rather than the sort of speculative, qualified estimates
with which Oncologists are more comfortable” [39].
Alternate Dispute Resolution: 60% of available funds is
expended on administrative costs (mostly legal fees), rather
than patient compensation [69]. To address these problems,
a number of alternative processes have been proposed [39]:
n Giving an apology to the patient and reassurance that
steps will be taken to prevent recurrence is often effective
in averting a claim of malpractice. Nevertheless, such an
apology may legally constitute an admission of guilt.
n Improve quality of evidence and consistency of decisionmaking by involving experts [44] in the adjudication.
n Settlement between litigants shortly after an adverse event.
n Proceed through arbitration instead of resolving disputes
in court. Arbitration involves the selection of one or several
neutral persons by the litigants. These arbitrators then
hear the case and render a decision about any award.
n Predetermined compensation for avoidable bad outcomes
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(this proposal is strongly rejected by the trial bar for
financial reasons…)
Other methods summarized well elsewhere [42].

AVOID LITIGATION
Medical Doctors and Health Care Professionals ARE NOT
lawyers, do not wish to be lawyers, have no free time to learn
jurisprudence and feel illiterate, when facing this scrabble of
juristic sentences and legal and semantic traps. Avoid or
confront litigation, principally via legal means, is the “abrupt
and very uncertain way to heaven” for health scientists. The
easy way is presented below. However, in this case as well,
dilemmas still exist and do trouble medical doctors.
Defensive medicine (not recommended…)
Theoretically, the medical malpractice liability system has
two basic objectives: a) to compensate patients who are
injured through the negligence of health care providers and
b) to deter providers from practicing negligently. By most
standards, the system does not achieve these objectives, as
it drives many students away from entering the medical
field, Physicians out of business and oblige many doctors to
practice “defensive medicine” (“Positive” or “Negative”) in
order to avoid malpractice suits [10, 9].
Positive defensive medical practice is the over-reaction to the
malpractice threat and theoretically has a favorable impact
on the quality of care received by the individual patient. On
the other hand, precautions and treatment based on fear of
legal liability rather than the patients’ best interest, are often
inappropriate and costly. Such practices are increased
screening, development of audit or consumer satisfaction
activities, and more detailed patient explanations or detailed
note-taking.
Negative defensive medical practice presents serious quality
as well as quantity implications, as it consists of Physician
refusal to undertake activities, which have a high risk of
resulting in malpractice litigation. This leads hospitals and
HCPs to neglect taking appropriate precautions to avoid
harming patients. Such practices are prescription of
unnecessary drugs; increase in follow-up, referral rate and
diagnostic testing; avoidance of patients with complicated
problems, high-risk procedures, new and innovative medical procedures; or implementing more efficient organizational techniques, such as employing Physician’s assistants or delegating functions.
The end result of the so-called “defensive” medicine, driven
by liability fear, is a potentially serious social problem:
restriction of patient access to health care and the offered
treatments are probably not beneficial, inefficient and finally
dangerous to the patient.
Liability pressure on defensive medicine increases health
system costs by hundreds of billion euros per year
worldwide. According to the various studies and especially
the Harvard Medical Practice Study [10, 21, 29] in the USA:

n

Only 1 in 15 patients who suffer an injury because of
medical negligence receive compensation, and 5 in 6 of
the cases that receive compensation have no evidence of
negligence.

n

Defensive medicine increases health systems costs by
US$84 to 151 billion each year.

n

1 in 12 of obstetricians who have reported changes in their
practice due to the risk of professional liability claims) has
stopped delivering babies.

n

About 1 in 2 Physicians in Massachusetts has altered/
limited his/her services because of the liability fear.

n

Numerous scientific publications show that patients have
greater access to Physicians in areas with reforms (e.g.,
limits on non-economic damages), than in areas without.

Policy changes that could enable doctors, hospitals, and
patients to voluntarily opt out of the tort system, reduce the
prevalence and cost of defensive medicine [10, 39]. In
particular, reforms such as caps on damages reduce
malpractice pressure, and in turn, defensive medicine. For
example, by reducing claims rates and compensation
conditional on a claim, medical expenditures could be
reduced without any increase adverse health outcomes.
“Healthy” medicine (recommended)
“State of the art” consultation, preparation, planning and
execution of a treatment require a combination of quality
assurance mentality, good patient-physician communication, careful records’ keeping and tracking system for
follow-up, cooperative teamwork, revealing own errors,
avoidance of defamation, and others, which are presented
briefly hereafter.
Quality assurance
The major aim of developing Quality Assurance Mentality
and Procedures, and Quality Control Tools should be to
improve the quality of care delivered by health care providers
rather than to avoid litigation (even if avoid litigation is
synonym to good practice). This mentality is materialised by:
n

applying the best available, clear, reliable, effective, clinically
applicable, valid and under standardized criteria practice;

n

revising the practice when new scientific evidence
emerges or if consensus changes;

n

maximizing training, research and education profits;

n

decreasing practice variation, harm to patients, and
professional misconduct;

n

not adhering to ineffective practices and outdated recommendations and not using low quality scientific technics.

Oncology involves a very complex process each stage of
which may be prone to mistakes, deviations or variation in
results interpretation. Each of these processes must
comply with internationally accepted quality criteria [5, 6, 8,
25, 70, 71].
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Physician and patient relationship
If there is no trust in the doctor-patient relationship, the
patient will be more likely to question both the competence
and recommendations of the doctor when an adverse
outcome does occur. Trust must be earned, and it begins
with the establishment of a good patient-physician relationship. Patients rarely bring tort action against providers
they trust and like or perceive as trying their best to serve
them [15]. Trust involves good communication. Poor
communication results in many misunderstandings and
misguided expectations. Moreover, one of the reasons why
patients sue their Physicians is the patients’ perception that
their viewpoint was ignored. The Physician should [72]:
n

Listen to patient’s questions, answer and take into account
his/her preferences regarding treatment (e.g., aggressive
treatment for small gains in survival, or the reverse).

n

Apply effective communication, e.g. patient satisfaction
leaving consultation, high use of open-ended questions,
great empathy, use of psychosocial probing.

The office staff is part of the communication system too, and
must be well-trained in courtesy, safe triage, and privacy
safeguards.
Medical records
Records deficiencies and/or amendments are interpreted by
the courts as fraudulent. Many negligence cases are lost due
to [39]:
n

Incomplete, illegible, or missing medical records.

n

Altered or destroyed records by HCPs or hospital employees.

n

Late corrections of a record. This assumption concerns
especially groups of doctors, who attempt to correct each
other’s records without meticulous annotation of when
and why.

Electronic medical records may help but maintenance of
confidentiality is one obvious challenge [19]. Good medical
record keeping also extends to phone calls and laboratory
and x-ray reports. Patient care records are the property of
the employer (e.g. hospital), who has a legal duty to maintain
the records intact. Removal of these records by a medical
expert leaving the hospital, can place the institution in a very
difficult position both clinically and legally with regard to
previously treated patients [12].
Tracking systems for follow-up
The accurate and timely flow of information between
patients and health care providers is important for safe and
effective care. Patient visits to Physicians often require some
form of follow-up that involves further screening, referrals,
communication of test results, or consultations. Oncologists
have the additional duty to ask for a wide array of data for
their patients’ actual treatment or/and follow-up, including
e.g., blood counts, regular ECGs, coagulation parameters,
liver and kidney function, scans, tumor markers, mammoFORUM of CLINICAL ONCOLOGY

gram, etc. Failure to follow-up may cause delayed or missed
diagnoses or treatment.
Courts have held that the health care professional is
responsible for contacting patients about laboratory, imaging, and consultation results; however, patients have the
responsibility to follow through on their health care providers’ recommendations. Nevertheless, they may find
themselves held liable if patients fail to follow through, and
then are not contacted by the office. Similarly, if patients fail
to keep appointments, and there is no record of efforts to
contact them to reschedule, they may prevail in a claim for
negligence if they later develop some problem. Failure to
follow up on laboratory results has been identified as one of
the leading causes of lawsuits in the outpatient setting.
Oncologists and other HCP offices should have procedures
in place to track these events effectively and enhance the
quality of care and patient safety. An adequate tracking and
reminder system can help reduce risks and provide safe,
high-quality patient care [73].
Cooperative teamwork
“Collaboration involves coordination of individual actions,
cooperation in planning and working together, and sharing of
goals, planning, problem-solving, decision-making, and
responsibility” [74]. Unfortunately, health care providers tend,
in general, to strongly identify with their own discipline and its
language, values, and practices and to best relate to members
of their own discipline [75]. Cross-disciplinary communication
can be complex for this reason, but increased specialization
contributes to the need for collaboration between experts in
different areas of knowledge and furthermore, it is professionally needful and beneficial to patients [76].
In order to reduce treatment errors (especially in Chemotherapy and Radiation), the essential requirement is communication accuracy among all parties caring for cancer patients
[12, 39, 77]. Oncologists should avoid verbal orders and
personally inspect their own prescriptions and orders, as well
as encourage the expression of any logically or/and scientifically based disagreement among their coworkers, in the
interest of preventing errors. Specifically regarding the safe
prescription of oral Chemotherapy drugs, Birner et al. [47] go
so far as to recommend that Oncologists “write non-refillable
prescriptions only for the amount of medication necessary to
complete one cycle of Chemotherapy”. Suggestions include
also multiple levels of order recalculation and verification;
dose limits, order simplification and standardization;
computerized physician order entry, dedicated oncology units,
patient and family education [39].
Need to reveal own errors in a teamwork
This issue is important, especially for systematic errors like
those that could be made e.g., by Radiation Physicists in
Radiotherapy. Many Radiation Physicists have discovered
their own mistakes (which may relate to a patient or may be
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systematic that have affected previous patients) and some
of them have concealed these mistakes. If the above HCP is
unwilling to reveal past errors, the skill of the Radiation
Oncologist may be undermined in treating new patients
because of a faulty association of dose prescriptions and the
expected clinical result (e.g. a systematic delivery of 50Gy underdose of the lesion - instead of 70Gy for solid epithelial
tumor cases, could guide a Radiation Oncologist to the
erroneous conclusion that a dose of 70Gy is not adequate for
the treatment of such cases). Taking into account the
avoidable incertitude in Radiation Therapy (guidelines define
as ±5% of the prescribed radiation dose) which is well known
and consequently not necessarily communicable, the
Radiation Physicist is under an ethical obligation to reveal any
discovered error outside the above limits [12, 78].
Prevent harm to a patient
Any HCP has a responsibility to call attention to anything
(including Physician orders) that may harm a patient. If a
dispute cannot be resolved inside the department, the HCP
should take the question to a higher authority. If there is no
higher authority, the HCP or employee may provide some
self-protection by submitting their concerns in writing to the
chief Physician or his/her superior. However, it must be
made clear to the staff that the treating Physician is the final
responsible for medical decisions.
Avoidance of defamation
Oncologists often receive requests of advice about patients
whom they have not actually been asked to see. One of the
unethical but certain ways to drive, as plaintiff, a patient to
court is to devaluate and discommend a colleague’s medical
treatment. Additionally, advising patients to seek a second
opinion (especially in the middle of a treatment course) is
not always sincere and may result in the loss of confidence
to all Oncologists.
Disagreements on the actual treatment plan are likely to
occur, however one should be very careful when criticizing
the expertise or judgment of the previous Physician, and by
no means should this criticism be expressed to the patient
or registered in the medical record. Providing such consults,
aside from considerations of ethics and courtesy, bears
considerable risks, as the related patient data is usually
incomplete. Furthermore, one should act thoroughly for
self-interest purposes, because if a lawsuit takes place, the
criticizing Physician would potentially be involved along with
the prior Physician [39]. If the case is straightforward, one
might go ahead and give advice, but ask to be anonymous,
for medico-legal reasons. If the case is in the least complex,

however, one should ask to see the patient officially.
EPILOGUE
Justified or not, many patients or their relatives, turn to courts,
accusing Oncologists and other Healthcare Providers for
delayed diagnosis, overexposure to ionizing radiation, injuries,
etc. Judicial prosecutions for malpractice are nowadays common practice in the USA and over the last years, this practice
has gradually spread in Europe as well, causing disturbance
and stress in the medical and oncology community. Many
Physicians, including Oncologists, were forced to practice
“defensive medicine” as a guard against malpractice claims.
On the other hand, this new status presents a number of
advantages: it activates and prompts Healthcare Specialists
to take care of patients more thoroughly, to respect medical
procedures and clinical protocols, and overall to improve the
quality of the healthcare services provided. This subject
should be the starting point for questioning and further
deliberation on how standards of care and quality assurance
procedures may protect the related medical specialties from
mistakes and malpractice. Fortunately, most of the methods
for avoiding malpractice suits simply amount to providing
good patient care.
Responsibility
Taking responsibility is the mark of a professional, as
opposed to a worker, who may do complex functions but
often does not take responsibility for the final result.
n An HCP who accepts responsibility does not have an
excuse for not fulfilling that responsibility.
n To avoid mistakes and psychological pressure leading to
errors and malpractice, the number of staff and training
needs should be reviewed whenever the workload increases, a new machine is purchased or a new technology or treatment technique is introduced. Overwork or
lack of equipment are not legal excuses for failure to
uphold a responsibility.
n An HCP should define the conditions under which he or
she accepts responsibility. The earnings of a professional
are more related to the responsibilities taken than to the
hours worked and the technical complexity of that work.
n
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GLOSSARY OF LEGAL TERMS IN MEDICINE
Assault and battery

Board actions

Bodily injury
Causation in fact

Compensable injury
Dangerously defective
medical device

Defensive medicine
Design defects

Duty of care
Exemplary & punitive damages

Expert witness / Expert testimony

Fault
Fee splitting
Gross negligence

Inadequate instructions
or warnings
Informed consent
Intervening cause
Liability
Intentional tort
Manufacturing defects
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Assault: Act that creates an apprehension in another of an imminent, harmful, or offensive contact. The act consists
of a threat of harm accompanied by an apparent, present ability to carry out the threat.
n Battery: Harmful or offensive touching of another.
Non-disciplinary actions imposed upon a doctor based on a complaint investigation. A patient or medical colleague
may file a complaint with that state medical board or professional licensing organization, which then investigates the
complaint. Board actions are intended to ensure that a doctor is able to perform safe medical and health care tasks.
Recognizable injury to the organism.
The defendant’s negligent conduct is a cause in fact of the plaintiff’s injury if, as a factual matter, it directly contributed to
the plaintiff’s injury and without it plaintiff’s injury would not have occurred. It is not necessary that a defendant’s act be
the sole cause of plaintiff’s injury, only that it be a cause.
Injury caused by an accident arising from the employment and in the course of employee’s work. Injuries can occur
during medical treatment for the original compensable injury.
Medical device which a Reasonable Health Care Professional (R-HCP) would not put into the stream of commerce if
he/she had knowledge of its harmful character. “Unreasonably dangerous” is an article dangerous to an extent beyond
that, which would be contemplated by the ordinary consumer who purchases it, with the ordinary knowledge common
to the community as to its characteristics.
Defensive medicine occurs when doctors order tests, procedures, or visits, or avoid high-risk patients or procedures to
reduce their exposure to malpractice liability.
Medical devices that were properly manufactured but have an unreasonably dangerous defective design which results
in injury. Sometimes, a medical device can be on the market for a long time before causing serious injuries, typically
because the device somehow malfunctions.
A duty to use care toward patients that would be exercised by an ordinarily R-HCP, in order to protect them from
unnecessary risk of harm.
n Exemplary Damages: Proper monetary compensation for the plaintiff.
n Punitive Damages: Monetary compensation awarded to an injured party that goes beyond that, which is necessary
to compensate the individual for losses and that is intended to punish the wrongdoer.
A Juror may be unable to determine from his/her own experience if the medicine prescribed by a Physician was
reasonably appropriate for a patient’s illness. Experts may provide the Jury with information beyond the common
knowledge of Jurors, such as scientific theories, data, tests, experiments. They establish the standard of care expected
of the professional.
Departure from a standard of conduct required from a HCP by society for the protection of patients.
Essentially, payment of a commission to professional colleagues, with the intention of ensuring that the referring
doctor directs referrals of patients to the payee (without the knowledge of the patient).
The reckless provision of health care that is clearly below the standards of accepted medical practice, either without
regard to the potential consequences, or with wilful and wanton disregard to the rights and/or well-being of those for
whom the duty is being performed.
A product is defective because of inadequate instructions or warnings, when the foreseeable risk of harm posed by the
product could have been reduced or avoided by the provisions of reasonable instructions or warnings.
Consent (provision of approval or agreement) based upon a clear appreciation and understanding of the facts,
implications, and future consequences of an action.
Action by a different party or entity that occurs after a defendant’s negligent action and contributes to the plaintiff’s
injury.
The obligation that a professional practitioner has to provide care or service that meets the standard of practice of
his/her specialty.
Any deliberate interference with a legally recognized interest, such as the rights to bodily integrity, emotional
tranquility, dominion over property, seclusion from public scrutiny, and freedom from confinement or deception.
The product contains a manufacturing defect when the product departs from its intended design even though all
possible care was exercised in the preparation and marketing of the product.
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Medical devices

Medical error
Medical malpractice
Misrepresentation (or defectively
marketed medical devices)
Negligence
Negligence (medical products)

Party
Prima facie
Proximate cause
Quality assurance
Reasonable medical probability
Res ipsa loquitur

Sanction (or disciplinary action)
Standard of care

Standard (or code) of conduct
Statute of limitations

Strict liability
Strict product lability

Tort

Willful and wanton misconduct

Health or medical instruments used in the treatment, mitigation, diagnosis or prevention of a disease or abnormal
physical condition. Examples include tongue depressors, bedpans, pacemakers, in vitro diagnostic products including
monoclonal antibody technology, diagnostic ultrasound products, x-ray machines and medical and surgical lasers.
Occurs when a health-care provider chooses an inappropriate method of care or the health provider chooses the right
solution of care but executes it incorrectly. Medical errors are often described as human errors in healthcare.
Improper, unskilled, or negligent treatment of a patient by a Physician, Dentist, Nurse, Pharmacist, or Other HCP.
Any recommendation, warning (or lack of a warning), or instruction concerning the use of that medical device by a potential
defendant. This category of claims involves anything from a failure to provide adequate or accurate warnings regarding the
danger posed by the medical device to a failure to provide adequate instructions regarding its safe and appropriate use.
Act or omission by a health care provider in which the treatment provided falls below the accepted standard of practice
in the medical community and causes injury or death to the patient, with most cases involving medical error.
Liability of a medical product seller if he/she acts or fails to act in such a way as to create an unreasonable risk of harm
loss to a foreseeable user using the or affected by the product in a foreseeable manner. In determining breach of duty
of ordinary care, most courts use the formulation of a comparable risk-benefit model.
A person or group involved in a legal proceeding as a litigant.
Evidence that, unless rebutted, would be sufficient to prove a particular proposition or fact.
Event sufficiently related to a legally recognizable injury to be held to be the cause of that injury. Included in proximate
cause is “causation in fact” and “foreseeability”.
Systematic monitoring and evaluation of the various standard aspects of a project, service or facility to maximize the
probability that the outcome of the project is obtained by the production process.
More probable than not, not mere conjecture, that event A caused event B or will cause event C.
(Latin for “the thing itself speaks”). Elements of duty of care and breach can be sometimes inferred from the very
nature of an outcome, even without direct evidence of how any defendant behaved (facts are so obvious, a party need
explain no more).
Action taken to punish or restrict a doctor who has demonstrated professional misconduct. Sanctions may be imposed
by a state medical board, professional medical licensing organization, or the (National) Ministry of Health.
Formal diagnostic and treatment process that a clinician should follow for a certain type of patient, illness, set of
symptoms, or clinical circumstances. It is how similarly qualified practitioners would have managed the patient’s care
under the same or similar circumstances. That standard will follow guidelines and protocols that experts would agree
with as most appropriate, also called “best practice”.
Set of conventional principles, expectations and rules that outline the responsibilities of or proper practices for an
individual, party or organization.
Procedural rule that establishes a maximum period of time during which a legal suit may be initiated. After the
statutory period is over, a suit cannot be initiated regardless of how strong the case may be. In the majority of legal
systems, the time limit for bringing suit does not begin to run at the time of the injury, but rather when the injured
person knows or should have become aware of the resulting illness or other damage. This rule found also application
to late radiation injury actions.
Absolute legal responsibility for an injury that can be imposed on the wrongdoer without proof of carelessness or fault.
This is analogous to the doctrine of “res ipsa loquitur”.
“Automatic” responsibility (without having to prove negligence) for damages due to possession and/or use of
equipment, materials or possessions which are inherently dangerous such as radioactive materials, explosives, wild
animals, or assault weapons. This is analogous to the doctrine of “res ipsa loquitur”.
Unreasonable interference with the interests of others and for which the law permits a civil (non-criminal) action to be
brought and the injured party is entitled to compensation. This may include “activities or circumstances that may cause
various harms including death, bodily harm, disfigurement, disability, loss of income, loss of earning capacity, other
items of financial loss or expense, damage to property, damage to reputation, alienation of affections, infliction of
mental suffering, infliction of pain, or disruption of familial relationships”.
Intentional wrongful conduct, done either with knowledge that serious injury to another will probably result, or with a
wanton and reckless disregard of the possible results. It does not require intent to injure or harm the plaintiff individually.

Legal terms used in medical malpractice [1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16].
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ABSTRACT
Background: Most patients with glioblastoma are older than 60 years, but treatment guidelines
are based on trials in patients aged only up to 70 years. We did this trial to assess the impact
of short schedule radiotherapy in patients aged 60 years and older with glioblastoma.
Patients & Methods: Fifty patients aged 60 years or older with a Karnofsky Performance Status
(KPS) greater than or equal to 70 were treated with postoperative hypofractionated radiotherapy
(34Gy administered in 3.4Gy fractions over 2 weeks). The primary endpoint of the study was
overall survival. The secondary endpoints were progression-free survival, and tolerance to
treatment.
Results: The median age at surgery was 71 years (range 60-81). No patient received prior or
concomitant chemotherapy. At a median follow-up of 12.5 months, the median progressionfree survival and overall survival were 5.8 months (95% CI, 4.1-7.9) and 10 months (95% CI,
8.9-11.1) respectively. Type of surgery (total resection vs. subtotal vs. biopsy) remained a
prognostic factor (p=0.034). Tolerance appeared acceptable in terms of KPS changes and
corticosteroid use during radiation therapy.
Conclusion: These results support the efficacy and safety of an abbreviated schedule of
radiotherapy for GBM in elderly patients.
Key words: elderly patients; glioblastoma; Karnofsky performance status; radiotherapy.

INTRODUCTION
Glioblastoma (GBM) is the most common
histological form of glioma and it is a typical
cancer of the elderly population. The incidence
peak normally occurs in individuals aged 65
years or more, and its incidence is substantially
increased [1, 2].
Since the prognosis of malignant gliomas is
dismal, particularly in the elderly, with the
average overall survival ranging from four to
eight months [3, 4, 5, 6, 18], efforts have been
made to reduce the intensity and duration of
the treatment for those patients in order to
minimize potential toxic effects of the treatment and inconvenience associated with
multiple clinic or hospital visits [7].
The value of radiotherapy in patients with poor
prognosis, especially elderly patients, has been
questioned. In a French trial, patients aged 70
or older who were diagnosed with glioblastoma and had a KPS of 70 or greater were
randomly assigned to focal radiation therapy of
FORUM of CLINICAL ONCOLOGY

50Gy in conventional fractionation over 5.9
weeks or supportive care alone. Among the 81
patients in the analysis, those who received
radiation therapy had a statistically significant
improvement in median survival (29.1 weeks
vs. 16.9 weeks for patients who underwent just
supportive care). There was no statistically
significant difference in the quality of life and
cognitive function between the two groups
over time [3].
Based on the results of that study, survival
benefit was demonstrated with no associated
toxicities with radiotherapy (p<0.002). However,
one must consider the fact that although there
was an absolute gain of 12.2 weeks in survival
time, almost half of it was spent in the radiation
oncology clinic for treatment [7]. Therefore, several investigators have used more abbreviated radiation therapy treatment schedules
in an attempt to reduce the social and economic burden on patients and their caregivers [8,
9, 10, 11].
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While the optimal regimen of radiotherapy in this fragile
population remains uncertain, a Canadian randomized study
found that an abbreviated course of radiotherapy, delivering
a dose of 40Gy in 15 fractions, provided similar survival rates
to a standard irradiation schedule (60Gy in 30 fractions) in
patients aged 60 years or more with KPS greater than or
equal to 50 [12]. These results prompted this review of our
experience of a short course of radiotherapy in older patients
suffering from GBM.
AIM OF STUDY
The aim of this study was to evaluate the impact of short
schedule radiotherapy in terms of feasibility and activity, in
elderly patients with glioblastoma.

_60 years,
The principal eligibility criteria included age >
_70, adequate
histologically confirmed GBM, and KPS >
hematopoietic, renal and hepatic functions. Any of the
following features rendered patients ineligible: previous
cranial RT, concomitant or prior invasive cancer, and prior
chemotherapy.
Pretreatment evaluation
Pretreatment evaluation included complete history, physical
examination, complete blood count, blood chemistry
including liver function tests, and kidney function, pre- and
post-operative imaging (computed tomography and magnetic resonance imaging of the brain). Patients who fulfilled
the above eligibility criteria were made aware of the purpose
and the design of the study and required to sign the
informed consent.

PATIENTS & METHODS
Eligibility criteria
Between July 2010 and June 2012, we prospectively
recruited Patients from Clinical Oncology and Nuclear
Medicine Department, Mansoura University Hospital, to
which patients were referred after neurosurgery.

Table.

Patient & tumor characteristics.

Characteristic
Age (years)
60-70
>70
Sex
Male
Female
KPS
70
80
90
100
Site
Frontal
Parietal
Temporal
Occipital
Size
<5
≥5
Extent of surgery
Biopsy
Subtotal resection
Total resection

Total
No.

%

14
36

28
72

32
18

64
36

30
14
5
1

60
28
10
2

8
22
16
4

16
44
32
8

28
22

56
44

16
32
2

32
64
4

Treatment
Patients were enrolled in this prospective study to receive
short-course regimen of RT (34Gy delivered in ten fractions
of 3.4Gy, 5 days per week over 2 weeks). Planning target
volume was calculated from dedicated CT or MRI scans of
the whole brain and included the enhancing tumor with a
2cm margin, with the patient positioned in an immobilization
device and in the treatment position. A multiple-field technique was used to obtain the optimum dose distribution.
Supportive treatments consisted of corticosteroids at doses
adjusted to the patient’s clinical status. Anticonvulsants were
used as medically indicated. Second-line therapy was
provided at the discretion of the treating physician.
Follow-up
Patients were seen on a weekly basis during radiotherapy to
monitor symptoms and toxicity. Follow-up CT and/or MRI
were obtained at six weeks after completion of radiotherapy
and every 3 months during the first two years of follow-up.
Neuroradiographic responses criteria as defined by Macdonald et al. [13] were used. Tumor progression was defined
as an increase in tumor size greater than 25% or presence
of at least one new lesion on imaging. If progression occurred, further treatment was provided at the discretion of the
treating physician. Toxicity was recorded according to the
National Cancer Institute Common Terminology Criteria for
Adverse Events (CTCAE, version 3.0) and was recorded
weekly during radiation therapy and during follow-up.
Statistical analysis
The primary endpoint of the study was overall survival. The
secondary endpoints were progression-free survival,
tolerance to treatment and KPS and corticosteroid doses at
radiotherapy start and at completion. The Kaplan-Meier
method was used to estimate survival and progression-free
survival and compared using the log-rank test. Overall
March 2013

28 / FCO / Radiation therapy in elderly patients with glioblastoma
survival was defined as the interval between diagnosis and
death or last follow-up. Progression-free survival was defined
as the interval of time between the start of treatments and
documented clinical and/or radiological disease progression
after treatment. KPS and corticosteroid doses, at the start and
at completion of radiotherapy, were compared using the
Wilcoxon test. The Cox model was used to identify the risk
factors for overall survival and progression-free survival.
Prognostic factors were analyzed using the log-rank test.
Multivariate analysis was done using the Cox regression,
_0.05 was
forward likelihood ratio method. Ap-value <
considered significant.
All analyses were conducted with SPSS version 15.0 (SPSS
for Windows, Rel. 13.0 2004. Chicago: SPSS Inc.).

started and one patient withdrew from the study and declined further treatment. 50 consecutive patients fulfilled the
inclusion criteria and completed their treatment as defined in
protocol.
The baseline characteristics of the study patients are shown
in Table. The median age of patients was 71 years (range: 60
to 81). There were 32 males and 18 females for a sex ratio of
1.8 (m/f). The median postoperative KPS was 80 (range: 70100). 44% of patients had a parietal lesion. The tumor size
was <5cm in 56% of patients and 64% of patients underwent
subtotal resection.
B. Regimen of radiotherapy
All patients in the study started radiotherapy, and all except
four patients completed irradiation according to protocol. Of
these four patients, two had deteriorated performance
status. The other two patients refused to complete
radiotherapy due to pulmonary infection. These four patients
were included in the group for analysis.

RESULTS
A. Patient’s characteristics
52 patients were enrolled overall, 2 patients were excluded
from all analyses: one patient died before his RT could be

Figure 1.
Kaplan-Meier curve of overall survival of the entire group (n=50).
1.0

Survival function
Censored

0.8

Cum survival

0.6

0.4

0.2

0.0
0.00

6.00

12.00

Time (months)
FORUM of CLINICAL ONCOLOGY

18.00

24.00

Original Research / 29
C. Survival
The median follow-up period was 12.5 months (95% CI: 817.5) and no patient was lost to follow-up. The median
progression-free survival and overall survival were 5.8
months (95% CI, 4.1-7.9) and 10 months (95% CI, 8.9-11.1),
respectively (Figures 1, 2). The actuarial overall survival
rates at 6 and 12 months were 83.6% and 24%, respectively
(Figure 1). At the time of data analysis, 18 patients died: 15 of
tumor progression, 2 of pulmonary infection and one of
another cause. Multivariate analysis on all patients (n=46)
showed prognostic value for surgery (biopsy vs. subtotal vs.
total excision, p=0.034).
D. Evolution of the KPS and corticosteroid uptake during
radiotherapy
The KPS did not change between the postoperative period
(median KPS = 70) and the end of radiotherapy (median KPS
= 70). Corticosteroid use was not significantly different bet-

ween the beginning and the completion of radiation therapy
(p=0.931). Twelve (24%) of 50 patients required a posttreatment increase in total daily dose of corticosteroids from
beginning of treatment. Complications of corticosteroid
treatment included diabetes in two patients and myopathy
in three patients.
E. Chemotherapy
Second-line treatment was given to 15 (30%) of the 46
patients who completed radiotherapy; twelve patients
received one line of chemotherapy; and three patients
received two lines of chemotherapy.
F. Treatment safety
Radiotherapy was well-tolerated in most patients and could
be completed without interruption in 92% of patients; nine
patients (18%) experienced neurological toxicity during or
immediately at the end of radiotherapy, mainly confusion

Figure 2.
Kaplan-Meier curve of progression-free survival of the entire group (n=50).
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and/or somnolence. Symptoms were reversible in all
patients following an increase of steroid dose. Only 2 (4%)
patients developed late toxicity in the form of radiationinduced MRI encephalomalacia that signifies irreversible
vascular effect, and may lead to progressive cognitive
decline. No other toxicities were observed.
DISCUSSION
Chemoradiotherapy with temozolomide became the standard of care for patients with glioblastoma in 2004, but its
introduction was based on a pivotal study in which patients
were aged 70 years or younger; increasing age was found to
be a negative prognostic factor [14]. Elderly and frail patients
might, therefore, not be viewed as candidates for combined
therapy, and extensive treatment might not be seen as
justifiable owing to the short survival [15]. Alternatives to the
standard 6 weeks of radiotherapy that are associated with
similar or improved survival and quality of life would be
beneficial. In our locality, many factors must be considered
when treating these patients; age group is not equivalent to
its respective one in another country due to poor nutrition
and ignorance, unavailability of costly chemotherapy due to
limited resources, and large number of patients being
unable to complete the planned a 6-week standard radiotherapy regimen, which seems to be associated with substantial risks of morbidity and early discontinuation. In this
setting of a rapidly fatal illness, patients and families will be
especially attuned to treatments and management strategies that preserve and respect their quality of life. Judging by
our own experience, measuring this important outcome in
older patients with GBM may prove to be a significant
research challenge.
In our study the median OS was 10 months, which is in accordance with previously reported prospective trials in
elderly patients with glioblastoma; Hoegler and Davey [16]
evaluated radiotherapy delivering 37.5Gy in 15 daily fractions
in patients aged 70 years or older with high-grade astrocytomas, mainly GBM. Among the 25 patients included, 12
patients with a KPS above 70 had a median OS of 10.4
months. Pierga et al. [17] reported a median OS of 10 months
in patients aged 70 years or older with high-grade glioma
and a KPS greater than or equal to 70 who underwent
radiation therapy delivering 45Gy in 25 fractions.
In contrast, the median OS observed in our series (10
months) is slightly inferior to those previously reported using
a short course of radiotherapy by Idbaih et al. [18], who
investigated the efficacy of short schedule radiotherapy (40Gy
in 15 fractions) for GBM in 28 elderly patients with a good
KPS and found a median survival of 11.8 months. In this
study, chemotherapy, which was administered after radia-
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tion therapy in 55% of their patients, may partially explain this
difference.
Recently, the Nordic randomized, phase 3 trial of hypofractionated radiotherapy versus standard radiotherapy versus
temozolomide in patients older than 60 years with glioblastoma [19] reported worse outcomes with standard radiotherapy than with temozolomide or hypofractionated radiotherapy and suggested that temozolomide alone or hypofractionated radiotherapy over 2 weeks might be valid alternative strategies. Median survival for those who received
34Gy radiotherapy was 7.5 months (95% CI 6.5-8.6), whereas
in this study it was 10 months (95% CI 8.9-11.1). This
difference might be explained by the small number of
patients included in the present series.
The potential role of surgery is questioned in the elderly. In
this study, the extent of surgery had impact in terms of OS
when biopsy was compared with partial or complete
resection. This result is in accordance with Pierga et al. [17],
and Kelly and Hunt [4], who suggested a benefit of surgical
resection. In contrast, Hoegler and Davey [16] reported that
the extent of surgery had no impact in terms of OS. A
randomized study by Vuorinen et al. [20] concluded that there
was a modest impact of surgery versus biopsy (p=0.04) in
patients aged 65 years or older with malignant glioma.
Only 4% of patients developed late toxicity, which is supported by results obtained from a retrospective study by the
University of Texas M.D. Anderson Cancer Center [9]: 59
patients with glioblastoma who were elderly or younger but
with poor performance status were treated with a hypofractionated radiotherapy regimen of 50Gy in 20 fractions.
Only three cases (5.1%) of radiation necrosis were observed.
Furthermore, Slotmann et al. [21] and Hulshof et al. [22]
reported no acute or late toxicities.
New radiotherapy strategies are being developed against
GBM and give promising results [23, 24, 25, 26]. These approaches also constitute a hope in elderly patients suffering
from GBM.
This trial has some limitations. One is the relatively small
number of patients. Another factor is that it is a single institution study. Multicenter randomized trials are necessary to
clarify the role of abbreviated course of radiation therapy in
elderly patients with GBM.
Our trial confirms that the overall prognosis for elderly
patients with glioblastoma is poor. We found that short-term
radiotherapy is a potential alternative option for older
patients with GBM due to decrease increment in corticosteroid requirement, and reduced treatment time.
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ABSTRACT
Despite the available prevention and early detection strategies, squamous-cell carcinoma of
the uterine cervix is still diagnosed as locally advanced disease in a large proportion of patients.
Treatment with cisplatin, in combination with external beam irradiation, has been the
cornerstone of treatment in this setting for more than two decades. Induction chemotherapy
strategies followed by concurrent chemo-radiation or surgery and pre-operative concurrent
chemo-radiation have been recently implemented in clinical trials in an effort to optimize both
local control and the occurrence of distant metastases. More recently, combinations of
chemotherapy or radiotherapy with molecular agents targeting critical pathways in cervical
malignant transformation are being assessed in clinical trials. In this paper, we review the role
of cisplatin in the disease in the context of other potent radiosensitizers. We also discuss all
recently implemented therapeutic modalities for the treatment of locally advanced cervical
cancer with emphasis on the novel induction strategies. Concerns regarding treatment-related
toxicity in the context of co-morbidities and the need for potent predictive biomarkers for
individualized therapeutic approach are also addressed.
Key words: cervical cancer; locally advanced; chemotherapy; radiotherapy; toxicity; prognostic
and predictive markers.

INTRODUCTION
Squamous carcinoma of the uterine cervix,
often referred to as cervical cancer, remains a
major concern for public health. Worldwide,
cervical cancer accounted for 287,000 deaths
in 2008, and the number is expected to rise up
to 410,000 by 2030 [1, 2]. Despite the worldwide
implementation of prevention and early
detection strategies, including the Papanicolaou smear test, human papillomavirus (HPV)
testing and vaccines, approximately 30% of
newly diagnosed cases still fall into the category of “locally advanced disease”, indicating
tumor spreading outside the uterine cervix at
the time of diagnosis [3]. Moreover, 50% of
patients with locally advanced disease are
expected to relapse within the first 2 years
from initial treatment [4].
Cisplatin monotherapy, often combined with
external-beam irradiation, remained the dominant treatment for locally advanced disease
for more than fifteen years [5]. More recently,
induction chemotherapy strategies followed
by concurrent chemo-radiation or surgery and
FORUM of CLINICAL ONCOLOGY

pre-operative concurrent chemo-radiation
have been recently implemented in clinical
trials in an effort to optimize local control and
at the same time minimize the risk for metastatic disease. In this review, we discuss established and developing therapeutic approaches in the management of locally advanced
cervical cancer, focusing on novel strategies
combining induction treatments with surgery
or concurrent chemo-radiotherapy. Special
emphasis is given on toxicity issues, the incorporation of newer biological agents in the
therapeutic armamentarium and the potential
utility of predictive and prognostic markers.
CONCURRENT CHEMO-RADIATION BASED
ON PLATINUM-CONTAINING REGIMENS
Radiation alone fails to control disease in over
35% of patients with cervical cancer diagnosed
at Fédération Internationale de Gynécologie et
d’ Obstétrique (FIGO) stages IB2-IVA [6]. Fiveyear survival rates up to 72.2%, 63.7%, 41.7%
and 16.4% for stages IB2, IIB, IIIB and IVA,
respectively, have been reported with exclu-
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sive radiation [7]. Concurrent chemo-radiation has led to a
significant benefit in reducing both local and distant recurrences in five randomized studies [8, 9, 10, 11, 12] that involved a total of 1,894 women. In the trial conducted by the
Radiotherapy Oncology Group (RTOG), Morris et al. [14]
randomized 401 stage IB-IVA patients to either concurrent
chemo-radiation with cisplatin and 5-fluorouracil (5-FU) or to
extended-field radiation alone (control group). Concurrent
chemo-radiotherapy resulted in an overall survival rate of
73% compared to 58% for radiation alone and also decreased
the rates for both local and distant recurrences. In another
prospective phase III multicenter randomized trial reported
at the same time with the former, Rose et al. [13] recruited
526 evaluable patients with stage IIB-IVA cervical cancer in
a Gynecologic Oncology Group (GOG0 three-arm trial that
compared weekly cisplatin versus cisplatin, 5-FU and
hydroxyurea versus hydroxyurea alone, concurrently with
radiation therapy. Superior survival rates for both cisplatincontaining regimens (66% and 64%, respectively) compared
with hydroxyurea alone (39%) were reported [13].
Cisplatin as a potent radiosensitizer has been extensively
evaluated and has been proven superior to hydroxyurea [12]
and less toxic than the cisplatin/5-FU/hydroxyurea combination [13]. Whitney et al. [12] randomized 388 patients with
stage IIB-IVA disease in a Gynecologic Oncology Group
(GOG) trial to receive either radiation therapy with concurrent
cisplatin and 5-FU or hydroxyurea. Patients in the cisplatin
arm had a significantly better 5-year survival rate (63%
versus 47%). In a meta-analysis based on 19 trials (including
a total of 4,580 patients), an absolute survival benefit of 12%
at 5 years with concurrent chemo-radiation based on
cisplatin as compared to radiation alone was demonstrated
[13]. An update of the same work comprising 24 trials involving 4,921 patients showed that chemo-radiation improves
both overall survival (OS) and progression-free survival
(PFS), when a platinum compound was used, with an
absolute benefit of 10% [14]. Importantly, in a pilot study conducted by Nugent et al. [15], the number of cisplatin chemotherapy cycles was independently predictive for PFS and OS:
Patients who received less than six cycles had worse clinical
outcome as compared to those who completed at least six
cycles of treatment. Regarding the optimal dosing, a
randomized trial comparing cisplatin at 40mg/m2 weekly
with cisplatin at 75mg/m2 every 3 weeks, reported twice as
many delays of therapy with the higher, less frequent
cisplatin administration [16]. On the ground of available
evidence regarding clinical efficacy and acceptable tolerance,
weekly cisplatin at the dose of 40mg/m2 is considered the
standard regimen that other agents should be compared to
[17].
Although carboplatin may also serve as an active radiosensitizer [18-22] and is less toxic than cisplatin in patients
with renal dysfunction due to ureteral obstruction, efficacy
results from phase I-II trials are generally modest and
objective response rates (ORR) are inferior to those reported

with cisplatin [19-23]. Multiple combinations that incorporated carboplatin have been evaluated, with the combination
of docetaxel with carboplatin exhibiting encouraging results
[20, 21]. The weekly paclitaxel and carboplatin chemoradiation regimen has been also proven feasible and active
in phase I trials [22, 23], yet dose-limiting diarrhea makes
this regimen poorly tolerated [24]. Concurrent chemoradiation with tegafur-uracil (UFT) and carboplatin showed
no difference in respect to ORR, PFS, OS and treatmentrelated toxicity as compared to carboplatin alone in a
prospective, phase III trial that recruited 469 patients with
stage IIB-IIIB cervical cancer [25]. Finally, in a case-control
study, the combination of radiotherapy, concurrently with 5FU and carboplatin, has been compared to radiation alone
in the same setting: The authors reported similar ORR, DFS
and OS between the two groups of patients. Acute toxicity,
primarily hematological, was significantly higher in the
cases than in the controls (25% vs. 3%) [26].
Since 5-FU represents a potent radiosensitizer too, a
number of studies have been undertaken to clarify the use
of both agents in combination with pelvic radiotherapy. In a
study by Kim et al. [27], 158 patients with FIGO stage IIB
through IVA disease were assigned to either monthly 5-FU
and cisplatin or weekly cisplatin concurrent with pelvic
radiotherapy and high-dose rate brachytherapy. The response rate for each group was 91%. Four-year OS and PFS
rates were 70% and 67%, respectively, with the combination
regimen, while with weekly cisplatin they were 67% and
66%, respectively. The authors concluded that chemo-radiation with weekly cisplatin significantly improved compliance
with treatment and reduced acute hematological toxicity
without affecting response and survival rates compared to
the combination arm. Another trial designed to compare
protracted venous infusion (PVI) of 5-FU with standard
weekly cisplatin and concurrent RT in patients with stage
IIB, IIIB, and IVA cervical cancer was prematurely terminated
when a planned interim analysis indicated that the PVI 5FU/RT treatment arm had a higher treatment failure rate
(35% higher) and would, most likely, not result in any
improvement in PFS compared with weekly cisplatin/RT
[28]. Yet clinical interest in 5-FU and its combinations is still
active: Recently, in a study that re-evaluated the efficacy of
concurrent chemo-radiation using 5-FU and cisplatin in 57
patients with stage IIB-IVA and bulky IB2-IIA tumors, an ORR
of 91.5% with a 5-year OS and a 3-year PFS rate of 69.4% and
74.9%, respectively, were reported [29]. In the same context,
another study compared survival outcomes and toxicities
between concurrent chemo-radiotherapy with cisplatin plus
5-FU and cisplatin plus paclitaxel in 93 patients with locally
advanced cervical carcinoma: No significant differences
were found in 5-year DFS or OS between the two treatment
groups. Nevertheless, the cisplatin plus paclitaxel arm was
associated with increased leukopenia, neutropenia and
peripheral neuropathy, but less gastrointestinal toxicity
(nausea) compared to the cisplatin plus 5-FU arm [30].
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Capecitabine, an oral pro-drug of 5-FU, has also been evaluated in the same setting with promising results. In a phase
I study of daily capecitabine combined with weekly cisplatin
and radiotherapy, a PFS at 12 months of 69.2%, and at 24
months of 49.2%, with an OS rate of 57.7% at 24 months were
reported [31]. Following these results, a phase II study
evaluated 60 patients with stage IIB-IIIB disease that received
capecitabine during radiation, followed by six cycles of
capecitabine monotherapy. The ORR was 88%, while the 1year PFS and OS rates were 86% and 95%, respectively. At
23 months, 76% of patients were progression-free and
complete response (CR) was maintained in 90% of the 48
patients who originally achieved a CR [32].
In a pilot phase II study designed to investigate the feasibility,
efficacy, and safety of gemcitabine in combination with
irradiation in 19 chemo-naïve patients with FIGO stage IIIB
cervical cancer, a CR was observed among 17 (89.5%) of them
and after a median follow-up time of 19.9 months, all patients
were alive with sixteen of them remaining relapse-free [33].
On these grounds, the gemcitabine-cisplatin combination
was administered concurrently with radiotherapy in a phase
I/II study resulting in a 97.3% ORR (88.8% were complete
responses). The 3-year RFS and OS rates were estimated to
67% and 72%, respectively [34]. These encouraging results led
to a large randomized, phase III trial designed to determine
whether the addition of gemcitabine to concurrent cisplatin
chemo-radiotherapy could improve outcome compared with
current standard of care in locally advanced cervical cancer:
Five hundred and fifteen patients with stage IIB-IVA disease
were randomly assigned to either cisplatin and gemcitabine,
weekly for 6 weeks with concurrent external-beam radiotherapy, followed by brachytherapy and then two adjuvant
cycles of cisplatin plus gemcitabine, (arm A) or to cisplatin
and concurrent radiotherapy followed by brachytherapy only
at the same doses (arm B). PFS at 3 years was significantly
improved in arm A versus arm B (74.4% versus 65.0%,
respectively; p=0.029), as were overall PFS (hazard ratio
[HR]=0.68; 95% CI, 0.49 to 0.95; p=0.0227) and OS (HR=0.68;
95% CI, 0.49 to 0.95; p=0.0224). The authors concluded that
gemcitabine plus cisplatin chemo-radiotherapy followed by
brachytherapy and adjuvant gemcitabine/cisplatin chemotherapy improved survival outcomes with increased but
clinically manageable toxicity when compared with standard
treatment [35]. Although these results challenge the current
standard of cisplatin monotherapy, since patients in the
experimental arm also received two cycles of adjuvant
chemotherapy, it is not clear to what extent the survival
benefit observed in the experimental arm is attributable to
the addition of gemcitabine in the chemo-radiation phase or
to the addition of an adjuvant chemotherapy phase itself.
Nedaplatin is a synthetic analog of cisplatin that exhibits less
nephrotoxicity, neurotoxicity and gastrointestinal toxicity.
Weekly nedaplatin concurrently with radiation achieved an
ORR of 90%, a 3-year PFS of 58.7% and an OS of 78.0% in a
pilot phase II trial [36]. In a following randomized phase II
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study nedaplatin-based concurrent chemo-radiotherapy
showed superior clinical efficacy and no statistically significant difference in toxicity as compared to radiotherapy alone
[37]. Multiple combinations incorporating nedaplatin have
also been evaluated, mainly in phase I trials. The combination of paclitaxel and nedaplatin concurrently with radiotherapy, followed by consolidation treatment with the same
regimen resulted in a CR of 88% and an estimated 2-year
PFS and OS rate of 82% and 93%, respectively [38].
CONCURRENT CHEMO-RADIATION BASED ON NON
PLATINUM-CONTAINING REGIMENS
Among taxanes, paclitaxel has been extensively evaluated
within chemo-radiation regimens. The feasibility of concurrent
radiotherapy and paclitaxel was evaluated in a pilot study with
20 patients (13 new cases, stage IIB-III, and 7 with pelvic
recurrences) and complete regression was reported in 63%
[39]. In a subsequent randomized phase II trial, weekly
cisplatin was compared to weekly paclitaxel as concurrent
chemotherapy with standard RT in patients with stage IB2IVA disease or with post-surgical pelvic recurrence: The
proportion of patients surviving at 2 and 5 years was 78% and
54% for the cisplatin arm and 73% and 43% for the paclitaxel
arm, respectively, thus suggesting that weekly paclitaxel does
not provide any clinical advantage over weekly cisplatin [40].
A multi-agent regimen that included paclitaxel, ifosfamide and
cisplatin (TIP) has been also evaluated in two different settings,
bulky and locally advanced cervical cancer and recurrentpersistent disease in a total of 38 patients: Eleven women
achieved a clinical CR, 21 had a partial response and only one
patient had progressive disease (PD), accounting for an
impressive ORR of 84.2% [41]. Finally, the combination of
paclitaxel and vinorelbine was associated with significant
hematological toxicity [42].
Mitomycin C is a drug that has been extensively evaluated
in the locally advanced cervical cancer setting. In an earlier
study, 40 patients with stage IB-IVA disease received mitomycin C and 5-FU followed by sequential pelvic irradiation: A
complete response rate of 63%, a local control rate of 58%
and a 5-year survival rate of 44% were obtained which were
not superior to those achieved with radiation alone [43].
Another larger trial randomized 160 patients with locally
advanced disease to receive either RT alone or RT with
concomitant mitomycin C: The four-year DFS rates for RT
with mitomycin C and RT alone were significantly different
(71% versus 44%) [44]. Using a combination regimen of 5-FU
with mitomycin C and radiotherapy, Ludgate et al. suggested
an improvement in pelvic control and in the 3-year survival
rate for the combined modality compared to RT alone (55%
versus 28%) using, however, historical controls with remarkably low response rates as a reference [45]. Similar results
were obtained in another study using the same combination
concurrently with RT, although the authors commented that
the regimen failed to control distant metastasis in late-stage
patients [46]. In a pilot trial, 60 women with advanced cervical
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cancer were treated with a combination of external and
intracavitary RT along with one cycle of 5-FU and mitomycin
C and a second cycle of 5-FU and cisplatin. The 5-year OS
for stage IIB and IIIA-IVA patients was 48% and 39%,
respectively [47]. Christie et al. reviewed 177 patients treated
with pelvic radiotherapy for locally advanced disease and
focused on 93 patients who had received chemotherapy with
infusional 5-FU with or without bolus mitomycin C. The
median OS for all patients was 47 months, but was significantly higher (87 months) for the combination regimen
group. Rates of PFS and local control were also higher in
the same group, at the cost of substantial toxicity, with 36%
of patients in the combination arm experiencing grade 3 or
4 complications [48]. Finally, in a phase II trial, women with
FIGO stage IIB-IVA disease who received cisplatin, 5-FU,
mitomycin C and concomitant radiotherapy achieved an ORR
of 82%. All patients developed acute hematological toxicity
and two patients experienced severe late bowel toxicity. The
lack of clinical efficacy improvement compared to historical
controls treated with cisplatin alone and the late bowel
toxicity discouraged further use of that regimen [49].
Topotecan and irinotecan are topoisomerase II inhibitors that
have been evaluated in combination with RT in locally
advanced cervical cancer. The feasibility of adding weekly
topotecan to cisplatin in 12 patients with stage IB2-IVA disease
receiving pelvic irradiation has been affirmed in a pilot trial
and responses up to 92% were reported [50]. The safety and
feasibility of concurrent radiation therapy and weekly irinotecan in patients with locally advanced disease was also
affirmed in two small phase II trials, showing promising
efficacy and mostly tolerable adverse events [51, 52].
However, further and larger studies will be required in order
to clarify the exact role of camptothecins in combination with
RT in the locally advanced setting of cervical cancer.
NEOADJUVANT CHEMOTHERAPY OR CHEMORADIOTHERAPY
Neoadjuvant or induction chemotherapy has been increasingly evaluated in the locally advanced setting in an effort to
optimize local control and, at the same time, to prevent early
systemic dissemination of the disease. Early studies on
neoadjuvant chemotherapy suggested that responders who
underwent surgery may obtain clinical benefit over radiotherapy alone [53]. In 1990, a phase III trial was undertaken to
examine the efficacy of neoadjuvant chemotherapy, recruiting
441 patients with stage IB2 to III cervical cancer who were
randomly allocated to receive either cisplatin-based neoadjuvant chemotherapy followed by radical surgery (arm A) or
external-beam RT followed by brachytherapy (arm B): Fiveyear DFS rates of 55.4% and 41.3% and 5-year OS rates of
58.9% and 44.5% were observed for arms A and B, respectively, and these differences were statistically significant
(DFS: p=0.02; OS: p=0.007) [54]. A subsequent randomized trial
on 106 women with stage IB cervical cancer assigned them
to receive either neoadjuvant chemotherapy or primary sur-

gery alone. The overall clinical response rate after neoadjuvant chemotherapy was 84.6%, including complete responses in 7.7% of patients. Interestingly, surgery revealed
positive lymph nodes in 9.6% of patients in the neoadjuvant
chemotherapy group and in 29.6% of patients in the primary
surgery group (p=0.014). The overall 5-year survival rate was
significantly higher for patients who received neoadjuvant
chemotherapy (84.6%) than for those in the control group
(75.9%) (p=0.0112). Furthermore, the median survival time in
patients with complete or partial response to chemotherapy
was significantly higher than that of patients with stable
disease after chemotherapy (83.3 versus 55.2 months,
p=0.0049) [55]. Similar results were reported in another study
addressing the same question in patients with bulky stage
IB-IIA disease [56], although these reports were challenged by
a subsequent negative study [57]. The crucial role of lymph
node involvement after neoadjuvant treatment was pointed
out by a retrospective study that compared preoperative
chemo-radiation to neoadjuvant chemotherapy in 127
patients with locally advanced cervical cancer: Metastatic
pelvic lymph node involvement was significantly lower in the
neoadjuvant chemo-radiotherapy group as compared to the
neoadjuvant chemotherapy group (11.5% versus 30.0%,
p=0.009) [58]. The feasibility of post-operative radiotherapy
following either neoadjuvant radiotherapy or neoadjuvant
chemotherapy has been also explored [59].
Neoadjuvant chemotherapy for locally advanced disease
possesses the theoretical disadvantages of a delay of curative
treatment, such as surgical resection, for non-responders, as
well as the development of potentially radio-resistant cancer
cells. A pilot study [62] attempted to overcome these drawbacks by using a “quick” high-dose chemotherapy scheme
administered over a short period of time before surgery. In
this randomized trial, 142 patients with stage IB2-IIB disease
were assigned to receive either modified neoadjuvant chemotherapy followed by surgery or primary surgery directly
(control arm): Histopathological findings after surgery showed
that pelvic lymph node metastasis and parametrial infiltration
rates were significantly lower in the neoadjuvant chemotherapy group as compared to the primary surgery group
(p=0.025 and 0.038, respectively). Among patients in the
experimental arm, the lymph node metastasis rate was still
as high as 45.5% in non-responders to neoadjuvant chemotherapy, but declined to 16.0% in responders (p=0.008).
Although neoadjuvant chemotherapy was associated with a
marginal survival benefit over surgery alone (p=0.041),
multivariate analysis did not indicate the type of therapeutic
modality as an independent prognostic factor. However,
response to neoadjuvant chemotherapy was an independent
predictor of survival in the same setting (p=0.005) [60]. The
subsequent incorporation of taxanes in the therapeutic
armamentarium led to another randomized trial where
authors tested the hypothesis that neoadjuvant chemotherapy with paclitaxel plus platinum may improve clinical
outcomes and spare toxicity from adjuvant radiotherapy in
patients with stage IB2-IIA bulky cervical cancer. As expected,
March 2013

36 / FCO / Treatment of locally advanced cervical cancer
in the neoadjuvant chemotherapy group, pathological tumor
size was significantly smaller and fewer patients had deep
cervical invasion. Nevertheless, radiotherapy, either alone or
in the form of concurrent chemo-radiation, was administered
to more patients treated with radical surgery alone (82.9%
versus 52.9%, p=0.006). Again, there were no significant
differences in 5-year DFS and OS [61]. Recently published data
[64] regarding long-term follow-up of women with locally
advanced cervical cancer who had received neoadjuvant
chemotherapy supports the previous observations: No
differences were demonstrated regarding DFS and OS (65.4%
versus 53.5% and 70.4% versus 65.9%, respectively) among
288 women with stage IB-IIIB disease who were randomized
to receive either neoadjuvant cisplatin, vincristine and
bleomycin chemotherapy followed by surgery or exclusive
radiotherapy [62]. Another retrospective study compared the
long-term survival of 476 patients with original stage IB2-IIB
disease treated with neoadjuvant chemotherapy followed by
radical hysterectomy to a mixed control group comprising
radical surgery and concurrent radical chemo-radiotherapy:
The analysis indicated that neoadjuvant chemotherapy
improved the long-term DFS and OS as compared to the
control arm and especially compared to the concurrent
chemo-radiotherapy group. Of note, patients receiving paclitaxel and cisplatin, as neoadjuvant treatment, had a statistically
significant improvement in both 5-year DFS and OS rates
(p<0.001 for both comparisons) [63]. Finally, in a recent
retrospective study, a total of 120 patients with initial stage IB2IIB cervical cancer received either 2 cycles of neoadjuvant
chemotherapy with irinotecan plus cisplatin followed by
surgery or were directly operated. After a median follow-up of
30 months, the intra-pelvic recurrence rate of the neoadjuvant
chemotherapy group was significantly lower than that of the
control group (3/60 versus 11/60, p=0.023), while the 2-year
PFS and the 2-year OS did not differ significantly between the
two groups. Multivariate analysis showed that response to
neoadjuvant chemotherapy was once again the only factor
associated with improved survival (p=0.036) [64]. A recently
published Cochrane-base systematic review and metaanalysis attempted to clarify the landscape by assessing the

role of neoadjuvant chemotherapy in women with early or
locally advanced cervical cancer including 6 randomized
controlled trials involving 1,072 women. Exploratory analyses
of pathological response showed a significant decrease in
adverse pathological findings with neoadjuvant chemotherapy
(HR=0.54, 95% CI=0.39 to 0.73, p<0.0001 for lymph node status;
HR=0.58, 95% CI=0.41 to 0.82, p=0.002 for parametrial
infiltration) which despite a high level of heterogeneity was
still significant when the random effects model was used [65].
While PFS was significantly improved with neoadjuvant
chemotherapy (HR=0.76, 95% CI=0.62 to 0.94, p=0.01), no
significant OS benefit was observed (HR=0.85, 95% CI=0.67 to
1.07, p=0.17). Furthermore, estimates for both local (HR=0.76,
95% CI=0.49 to 1.17, p=0.21) and distant (HR=0.68, 95% CI=0.41
to 1.13, p=0.13) recurrence only tended to be in favor of
neoadjuvant chemotherapy.
REGIMENS EVALUATED IN THE NEOADJUVANT SETTING
Initial neoadjuvant chemotherapy strategies in locally
advanced cervical cancer involved short-term cisplatin
monotherapy regimens [66]. The triplet chemotherapy
regimen with cisplatin, bleomycin, and methotrexate was
one of the first combinations evaluated, that achieved an
overall response rate of 75.7%, including cases of initially
bulky tumors [67]. Similar response rates were obtained with
other therapeutic combinations, such as cisplatin, vincristine
and bleomycin [68] or cisplatin with bleomycin [69]. The so
called PVB regimen (cisplatin, vinblastine and bleomycin) led
to reduction of tumor size in 93.7% of patients in another
study: Overall 5-year and 10-year PFS rates were 82 and
79.4%, respectively [70]. Besides the previously mentioned
studies a significant number of other phase II trials have
evaluated numerous doublet and triplet platinum and nonplatinum combinations, implementing among others
bleomycin [71], mitomycin-C [72, 86, 89], vinblastine [73],
pirarubicin [74], ifosfamide [75, 76], vinorelbine [77, 78], 5fluoouracil [79, 80, 81], gemcitabine [82], paclitaxel [83, 84, 85,
86], docetaxel [87], irinotecan [66, 88, 89, 90, 91], topotecan [92],
etoposide [93] and epirubicin [94]. The main characteristics
of these trials are summarized in Table 1.

Table 1.

Main phase II trials of induction chemotherapy in locally advanced cervical cancer.

Trial
Weiner SA et al. [73]

Year
1988

Deppe G et al. [74]

1991
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Regimen
Mitomycin C
Vincristine
Bleomycin
Cisplatin
Mitomycin C
Cisplatin

N
20

FIGO stage
Locally
advanced

ORR%
72.1

17

IB-IIIB

76.5

Remarks
Prior to radiotherapy
of curative intent

Prior to radical
hysterectomy or radiotherapy
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Trial
Aoki Y et al. [75]

Year
2001

Regimen
Cisplatin
Vinblastine
Peplomycin

N
21

FIGO stage
IB-IIB

ORR%
86

Remarks
84% 5-year overall survival

Terai Y et al. [76]

2009

60

IIB-IVA

96.7

Neoadjuvant intra-arterial
chemotherapy

Zanetta G et al. [77]

1997

38

IB2-IVA

34

Kumar JV et al. [78]

2009

56

IB-IVA

87.5

Mastroianni et al. [79]

2000

IB-IVA

90

Di Vagno G et al. [80]

2003

58

IB-IVA

85

Etcheverry MG et al. [81]

2000

53

IB2-IIIB

85

Mariagrazia D et al. [82]

2005

100

IB-IVA

96

Concurrent radiotherapy

Shibata K et al. [83]

2009

25

IB2-IVA

96

Dueηas-Gonzalez A et al. [84]

2001

41

IB2-IIIB

95

D’Agostino G et al. [85]

2002

42

IB2-IVA

78.5

Concurrent radiotherapy. Cisplatin administered intra-arterially or intravenously
23 patients underwent
radical surgery
76.2% of patients underwent
radical surgery

Duenas-Gonzalez A et al. [86]

2003

43

IB2-IIIB

95

Benedetti-Panici P et al. [87]

2007

18

IVA

67

Mori T et al. [88]

2008

30

IB2-IVA

87

Kokawa K et al. [90]

2007

33

IB-IVA

85.7

Sugiyama T et al. [91]

1999

23

IB2-IIIB

78

Raspagliesi F et al. [92]

2010

87

IB-IVA

73.2

Ying X et al. [66]

2011

60

IB2-IIB

65

Ren Y et al. [93]

2011

52

IB-IVA

78.8

Retrospective cohort

Manci N et al. [94]

2011

46

IB2-IIIB

89.5

2-year survival: 81%

Huang X et al. [89]

2011

52

IB2-IIB

86.5

Retrospective cohort

Bae JH et al. [95]

2008

Cisplatin
Mitomycin C
Pirarubicin
Cisplatin
Ifosfamide
Paclitaxel
Cisplatin
Ifosfamide
Paclitaxel
Cisplatin
Vinorelbine
Cisplatin
Vinorelbine
Cisplatin
5-fluoouracil
Ifosfamide
Cisplatin
5-fluoouracil
Cisplatin
5-fluoouracil
Cisplatin
Gemcitabine
Cisplatin
Epirubicin
Paclitaxel
Paclitaxel
Carboplatin
Paclitaxel
Cisplatin
Paclitaxel
Carboplatin
Irinotecan
Mitomycin C
Cisplatin
Irinotecan
Cisplatin
Irinotecan
Cisplatin
Irinotecan
Cisplatin
Irinotecan
Cisplatin
Topotecan
Docetaxel
Cisplatin
Cisplatin
Etoposide

99

IB-IIB

69.7

5-year survival: 88.1%

Retrospective cohort

81% were submitted to
radical surgery
Prior to radical hysterectomy
or radiotherapy

Adjuvant radiation concurrent
with 6-weekly doses of cisplatin
Weekly schedule of
neoadjuvant chemotherapy
Median survival: 44 months

4-year survival: 87%

FIGO: International Federation of Gynecology and Obstetrics
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EVALUATION OF RESPONSE TO NEOADJUVANT
THERAPY AND CLINICAL BENEFIT
Multiple clinical and biological parameters have been
evaluated in patients with locally advanced cervical cancer in
an effort to consistently and reproducibly predict response to
neoadjuvant chemotherapy. In one of several studies which
evaluated neoadjuvant chemotherapy containing cisplatin,
bleomycin plus/minus methotrexate followed by radical
hysterectomy in 130 patients with stage IB2-III cervical cancer,
logistic regression analysis demonstrated that FIGO stage,
cervical tumor size, parametrial involvement and histological
type are highly predictive of response and clinical benefit from
neoadjuvant chemotherapy: The 10-year survival estimates
were 91%, 80% and 34.5% for stages IB2-IIA, IIB and III,
respectively (p<0.001). The 10-year DFS estimates were 91%
and 44% for stage IB2-IIB and III, respectively (p<0.001) [95]. In
a similar manner, a second study among 75 patients with
stage IB-III disease who had received three courses of
neoadjuvant chemotherapy including cisplatin, bleomycin and
methotrexate showed significantly lower response rates in
patients with tumor size >5cm in diameter and bilateral
parametrial involvement to the pelvic side wall. Patients
achieving CR or PR had a significantly improved 3-year
survival rate compared with those who did not. Pathological
_5mm were
parametrial involvement and cervical infiltration >
found to be significant predictors of recurrence. A 3-year DFS
rate of 89%, 73%, and 43% for stages IB-IIA, IIB and III,
respectively, was also reported. Of note, among the operated
patients these rates increased to 100%, 81% and 66% for stages
IB-IIA, IIB and III, respectively [96].
Hemoglobin levels have also been suggested to correlate with
response to neoadjuvant chemotherapy: In a relevant study
[99] that evaluated 73 patients with cervical cancer stage IB2IIB who received platinum-based neoadjuvant chemotherapy
followed by radical hysterectomy, multivariate analysis projected hemoglobin levels as the most powerful prognosticator
of response to neoadjuvant treatment. In particular, patients
_12mg/dl had signiwith a pretreatment hemoglobin level >
ficantly longer survival compared to patients with a lower
hemoglobin level at diagnosis (p=0.008) [97]. In addition to
laboratory measurements, the importance of pathological
response characteristics was emphasized in a study that
evaluated four different cohorts of patients with locally advanced cervical carcinoma (stages IB2-IIIB) who were included in
prospective phase II protocols of neoadjuvant chemotherapy
with: 1) cisplatin and gemcitabine, 2) oxaliplatin and gemcitabine, 3) carboplatin and paclitaxel and 4) chemo-radiation
with cisplatin or cisplatin and gemcitabine followed in all cases
by radical hysterectomy [100]: One hundred and fifty three
patients treated within these trials were analyzed to show that
pathological response was the only factor predicting relapse,
since only 6.6% of patients with pathological complete
response (pCR) as compared with 26.8% of patients with viable
tumor, relapsed (p=0.001). OS rate was 98.3% in patients
achieving a pCR versus 83% for patients with remnant viable
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tumor (p=0.009) [98]. A smaller French study suggested as
important predictive factors of decreased sensitivity to neoadjuvant chemo-radiotherapy the menopausal status, parametrial invasion, lymphovascular space invasion and mucinous histological subtype [99]. Finally, as platinum-based
neoadjuvant chemotherapy is widely administered in that
setting, the enzyme excision repair cross complement 1
(ERCC1) immunohistochemical negativity was recognized as
an independent predictor for responsiveness to neoadjuvant
platinum-based chemotherapy (p=0.021) [100].
The identification of patients with persistent nodal involvement
after chemotherapy is crucial for patient prognosis in the
neoadjuvant setting [101]. The use of computed tomography
(CT) scan or magnetic resonance imaging (MRI) demonstrates
a relative sensitivity in the detection of locoregional lymph
node involvement. Positron emission tomography (PET) scan
seems to have superior sensitivity, especially in the detection
of paraaortic lymph nodes [102]. The false-negative rate and
negative predictive values of PET-CT imaging for pelvic nodal
involvement were 13% and 87%, respectively, in another study
that evaluated the histological results of pelvic lymphadenectomy in 16 patients treated for early-stage cervical cancer
who had no nodal uptake on 18F-fluorodeoxyglucose (FDG)
PET [103]. The prognostic significance of the maximum
standardized uptake value [SUV(max)] of FDG as measured by
PET was assessed in pelvic lymph nodes of 83 patients with
stages IB1 to IIIB cervical cancer: The SUV(max) for the most
FDG-avid pelvic lymph nodes was found to be correlated with
an increased risk of persistent disease after treatment
(p=0.0025), specifically within the pelvic lymph node region
(p=0.0003) and also to be predictive of an increased risk of ever
developing pelvic disease recurrence (p=0.0035) [106].
Patients with a higher SUV(max) for the most FDG-avid pelvic
lymph node were found to have significantly worse diseasespecific (p=0.023) and OS (p=0.038). The authors concluded
that SUV(max) for the most FDG-avid pelvic lymph node may
be used as a prognostic biomarker, able to predict treatment
response, pelvic recurrence risk, and disease-specific survival
in patients with cervical cancer [104]. The same group of
investigators demonstrated that nodal involvement detected
by FDG-PET in cervical cancer relates to clinical stage, is
comparable to historical data, and stratifies patient recurrence
and survival outcomes. Of note, the hazard for disease
recurrence increases incrementally based on the most distant
level of nodal disease: Pelvic 2.40 (95% CI, 1.63 to 3.52), paraaortic 5.88 (95% CI, 3.80 to 9.09), and supraclavicular 30.27 (95%
CI 16.56 to 55.34) [105]. Finally, Doppler vascularity index has
been examined as a prognostic index to neoadjuvant
chemotherapy in cervical cancer [106].
On the other hand, surgical laparotomy staging (compared
with radiographic exclusion) of positive paraaortic lymph
nodes in patients with cervical cancer who received chemoradiation has been validated in a trial [109] that re-evaluated
555 patients who participated in one of the following three
phase III GOG trials: GOG 85, GOG 120 and GOG 165. Patients
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who had negative lymph node status as determined by
surgical sampling (mandatory in GOG 85 and GOG 120 and
optional in GOG 165) were compared to patients who had
negative lymph node status determined exclusively
radiographically (GOG 165). In multivariate analysis, the radiographically determined group was independently
associated with a poorer prognosis compared with the
surgical sampling group (for disease progression: HR=1.35,
95% CI, 1.01-1.81; for death: HR=1.46, 95% CI 1.08-1.99) [107].
Of note, the timing and dose intensity of cisplatin-based neoadjuvant chemotherapy appeared to have an important
impact on whether or not it benefits women with locally
advanced cervical cancer according to a systematic review
and individual patient data meta-analysis [108] designed to
assess the effect of neoadjuvant chemotherapy in two
settings: In the first one, neoadjuvant chemotherapy followed
by radical radiotherapy was compared with radiotherapy
alone, using individual data from 18 trials including 2,074
patients. A marginal survival benefit was suggested only in
trials using intensive chemotherapy regimens (cycle lengths
of 14 days or shorter). In the second setting, neoadjuvant
chemotherapy followed by surgery was compared with
radical radiotherapy alone, combining individual data from 5
trials including 872 patients. The results indicated a significant
reduction in the risk of death with neoadjuvant chemotherapy (HR=0.65, 95% CI=0.53-0.80, p=0.0004), but there
were some inequalities between the trials with respect to
their design and reporting of the results.
TOXICITY CONSIDERATIONS
Improvements in efficacy have been accomplished by the
adoption of multiple and more intensive chemotherapy
regimens, yet the median duration of remission in these
studies is up to 4-5 months, and they are associated with
significant grade 3/4 toxicities. Toxicity is a major concern for
women with cervical cancer who are often elderly with poor
performance status and considerable co-morbidities. Prior
radiotherapy is common in this population and may
compromise bone marrow reserves and also renal function
through obstruction of ureters. Drug-related toxicities are
arguably even more significant in the palliative setting.
Patients with cervical cancer are often not suitable candidates
for cisplatin chemotherapy. Peripheral neuropathy is usually
not significant as the majority of combinations use doses of
cisplatin up to 50mg/m2. Carboplatin-related myelosuppression is a major concern in previously irradiated patients.
Overall, the use of various chemotherapeutic combinations
with different toxicity profiles is associated with a broad
spectrum of adverse events in a group of patients that is
already frail, bears substantial co-morbidities and is usually
elderly. Intensification of chemotherapy with the use of
platinum-based triplets and combined administration of
agents that share common toxicities (e.g., peripheral neurotoxicity by both cisplatin and paclitaxel) further complicate the
situation. The incorporation of molecular targeted agents in

modern therapeutic schedules, despite the theoretical
“selective” targeting of these agents, has added a whole new
spectrum of treatment-related toxicities, including skin
reactions, thrombosis, metabolic disorders, hypertension and
diarrhea, which, in their severe forms, can be quite debilitating. For these reasons, therapeutic strategy should be
individualized and adapted to the specific morbidity profile of
each patient. Efforts should be made to combine chemotherapeutic agents that do not share common toxicities and
do not oppose the medical history of the patient.
PROGNOSTIC AND PREDICTIVE MARKERS IN
ADVANCED CERVICAL CANCER
Although several prognostic models that include age,
serum squamous cell carcinoma (SCC) antigen, tumor size,
hydronephrosis, pelvic structures invasion and lymph node
metastasis were developed for predicting overall survival in
the locally advanced setting of cervical cancer, in metastatic
disease efforts are directed at biological cell-markers and
markers involved in EGFR signaling and angiogenesis.
Implication of such markers in prognosis could also
facilitate modern therapeutic research.
In the only analysis of three phase III GOG studies of cisplatin
monotherapy versus combinations [109], that evaluated
prognostic factors for predictive modeling among 428
patients, multivariate analysis identified age, AfricanAmerican race, ECOG PS more than zero, pelvic disease, use
of prior radiosensitizer and recurrence interval less than 1
year as independent prognostic factors for poor response (all
parameters) and increased risk of death (except for age and
race). When patients were classified according to those
variables, those with 4-5 risk factors were estimated to have
a response rate of only 13% and a median progression free
and overall survival of 2.8 months and 5.5 months
respectively. The authors concluded that the latter group
should be considered for non-cisplatin chemotherapy or
investigational trials [109]. Diagnosis at age of at least 65
years has been correlated with suboptimal cervical cancer
screening pattern and poor survival in a retrospective
analysis of cervical cancer patients [110]. In another study
that recruited 44 patients with advanced cervical cancer and
10 controls in order to determine the prognostic value of
various biologic markers of tumor angiogenesis, univariate
analysis demonstrated that tumor response was predicted
by the tumor size, the expression of mRNA VEGFR2 levels
and the patient’s age [111]. Additionally, from in vitro models,
high Bmi-1 expression in cervical cancer was significantly
correlated with poor tumor differentiation, advanced stage,
positive lymph node metastasis and shorter survival,
identifying thus high Bmi-1 expression in both univariate and
multivariate analysis as an independent prognostic factor
[112]. From a recent systematic review of the prognostic and
predictive significance of cell biological markers in advanced
disease that comprised 42 relevant studies, cyclooxygenase2, serum SCC antigen levels and markers involved in EGFR
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signaling (EGFR and HER2), angiogenesis and hypoxia
(carbonic anhydrase 9 and hypoxia inducible factor 1a) were
also associated with poor prognosis [113]. Finally,
pretreatment levels of antioxidant-oxidant parameters such
as lipid peroxide [114] and type-1 cytokines (IL-1, IFNγ) [115]
and the extent of their change during treatment have been
attributed a predictive significance as far as the therapeutic
response to neoadjuvant chemo-radiation is concerned.
Nevertheless, apart from the well established clinicopathological parameters mentioned above, no biological marker
has been able to reliably and reproducibly predict response to
treatment and, therefore, no such marker has been
implemented in clinical practice to date.
FUTURE DIRECTIONS
Over the past four decades, systemic treatment of advanced
cervical cancer has evolved from cisplatin monotherapy to
sophisticated combination regimens of platinum-based or
non-platinum-based doublets and triplets that may also
incorporate biological agents. It seems that cisplatin-based
doublets have reached a therapeutic plateau in terms of
efficacy and effect on progression-free and overall survival.
Therefore, the need for more effective doublet or even triplet
combinations implementing molecular targeted agents in an
effort to increase anti-tumor activity, while maintaining toxicity

in acceptable levels, is expected to drive scientific efforts in the
future. Accumulating data from preclinical studies is
increasingly providing clinicians with potent therapeutic
targets that are already being evaluated in early-phase clinical
trials. Moreover, high throughput whole genome analysis has
been recently implemented in the field of cervical cancer
research in an effort to identify either genes associated with
propensity for metastasis and disease progression [116], or
microRNA (miRNA)-based signatures for the prediction of
cervical cancer survival [117]. A critical field of intensive
research will also be the identification of robust predictive
makers for tumor response to chemotherapy or biological
therapy that could reliably guide the clinician to select the most
appropriate treatment for each individual subject. Such an
approach, which is currently hindered by the lack of potent
biomarkers, would enable the delivery of the optimal, i.e. the
most active therapeutic regimen, and at the same time,
obviate unnecessary toxicity from inactive drugs in the specific
setting. A number of studies of translational research are
addressing these issues and answers to these questions are
highly anticipated in the near future.
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ABSTRACT
The use of therapeutic monoclonal antibodies in the treatment of malignant diseases has
evolved into a promising approach over the past decade. The treatment of non-Hodgkin
lymphoma has changed dramatically since the introduction of rituximab, a monoclonal antibody
that binds to the B-cell transmembrane protein CD20 and causes lysis of the lymphoma cells.
Since then, a number of additional antibodies have been tested against other B-cell targets,
resulting in variable efficacies. The goal of these newer agents is to achieve similar or better
response rates as seen with rituximab and perhaps demonstrate activity in rituximabrefractory disease. The success of anti-CD20 therapy in B-cell lymphoma is prompting
investigators to search for a similarly efficacious monoclonal antibody in T-cell lymphoma and
clinical trials with a new anti-CD30 agent are hopeful in anaplastic CD30 positive T-NHL. Among
new agents, proteasome inhibitors and immunomodulatory drugs seem to play a pivotal role
in the regulation of several cell pathways involved in the development of lymphomas and the
antitumor activity of these agents may improve complete remission rates with less toxic
regimens.
Key words: lymphoma; treatment; immunotherapy; radioimmunotherapy; monoclonal
antibodies; anti-CD20; rituximab.

Abbreviations

NHL, non-Hodgkin lymphoma; PTCL, peripheral
T-cell lymphoma; ALCL, anaplastic large-cell
lymphoma; MCL, mantle cell lymphoma; DLCL,
diffuse large-cell lymphoma; mAb, monoclonal
antibody; RIT, radioimmunotherapy; HDACs,
inhibitors of histone deacetylases; IMiDs,
immunomodulatory drugs; ADCC, antibodydependent cellular cytotoxicity; CDC,
complement-dependent cytotoxicity; CR,
complete response; OS, overall survival; PFS,
progression-free survival; FDA, Food and Drug
Administration; SEER, Surveillance Epidemiology
and End Results.

INTRODUCTION
Non-Hodgkin lymphomas (NHLs) are
malignant diseases originating from clonal
transformation of B- or T-cells, at various
stages of maturation. The traditional implementation of empiric combination chemotherapy, the golden-standard treatment approach for NHLs for decades, designated NHLs
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among the most chemotherapy-responsive
human malignancies. The recent introduction
of new biological modalities, such as monoclonal antibodies, revolutionized treatment
policies and improved clinical outcomes,
mainly complete response (CR) rates. However, NHLs continue to rank as a prominent
cause of cancer-related mortality, as in certain
clinical and biological settings the improvement of overall survival (OS) rates was dispiritingly modest [1, 2].
The complexity of NHL therapeutics is mainly
ascribed to the disease’s pronounced heterogeneity, be that clinical or histological, as well
as biological or molecular. The unprecedented success of the anti-CD20 monoclonal
antibody (mAb) Rituximab in the treatment of
NHLs ushered in an increasing exploration of
therapies focusing on the biological characteristics of the lymphomatous clone and
clone-host interactions. Reviewing recent
available data, this article discusses the current
status of targeted therapeutic approaches in
NHLs concerning monoclonal antibodies and
provides some comments that may be of use
for the practicing clinician.
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TARGETED MONOCLONAL ANTIBODIES
Major advances in antibody-mediated immunotherapy
emerged in 1975 when mAb production was substantially
developed, making it feasible to produce large quantities of
antibodies directed against specific antigenic cellular targets.
The first cancer therapeutic Abs of animal origin were
subsequently replaced by hybrids composed of primate
antibody regions linked with a human backbone. Being
potent inducers of human effector functions, such as
antibody-dependent cellular toxicity (ADCC) and complement
dependent cytotoxicity (CDC) these genetically engineered
Abs, referred to as chimeric or humanized, showed
enhanced anti-tumor efficacy as well as a significantly lower
incidence of adverse immune reaction compared to crossspecies Abs. In 1997, the FDA approved the first anti-CD20
mAb, Rituximab (MabThera®), for the treatment of relapsed
CD20+ B-cell NHL. Since then, several mAbs targeting
surface antigens and receptors have been developed and
tested, both clinically and pre-clinically, with varying success,
whilst three naked (Rituximab, Ofatumumab and
Alemtuzumab) and two radioimmune mAbs (90Ibritumomab
tiuxetan and 131I-Tositumomab) have been approved by the
FDA for the treatment of B-cell lymphoid malignancies [1, 2].
B-cell lineage-specific antigens
The pan-B-cell marker CD20 constitutes an ideal target for
mAb anti-lymphoma therapy as it is exclusively expressed on
benign and malignant B-cells, with minor modulation during
B-cell differentiation and insignificant secretion in circulation.
The cytotoxic activity of mAbs directed against CD20 positive
cells is thought to be based on ADCC activity via natural killer
responses, or CDC which results in the formation of the
membrane attack complex and subsequent cell lysis, or by
the induction of cell signaling followed by apoptosis.
The first-generation anti-CD20 recombinant humanized mAb
Rituximab is an IgG1 chimeric antibody containing murine
light- and heavy-chain variable region sequences and human
constant region sequences [3]. Rituximab made a large
impact on treatment of both indolent and diffuse B-cell NHLs.
Recent data from the Surveillance Epidemiology and End
Results (SEER) database and retrospective analysis of clinical
trials in indolent NHL suggest an improved OS with the use of
Rituximab, although 50% of patients with relapsed or
refractory follicular NHL do not respond to initial therapy with
Rituximab and close to 60% of patients who were previously
treated with Rituximab no longer benefit from retreatment. A
series of phase II and III studies have assessed the efficacy
and safety of Rituximab monotherapy in relapsed/refractory
indolent NHL. Objective responses ranged between 21% and
63%, with only a minority showing CR [4]. When compared to
studies using Rituximab as monotherapy, combination
schemes with Rituximab and chemotherapy in pretreated
patients with follicular NHL was associated with improved OR
and CR rates; yet most patients were not cured, experiencing
relapses after a median of 4 years [5, 6]. By virtue of its low

toxicity profile, the possible benefits of various schemes of
Rituximab maintenance were investigated. A recent metaanalysis of follicular NHL trials comparing Rituximab
maintenance with no maintenance showed that patients with
refractory or relapsed disease treated with Rituximab
maintenance had improved OS, whereas previously
untreated patients had not survival benefit. This meta-analysis
further supported the use of Rituximab maintenance in the
standard of care for relapsed or refractory follicular NHL [7].
Taking into consideration the fact that toxicity profiles of
chemotherapy and Rituximab do not overlap and Rituximab
is able to sensitize lymphoma cells to chemotherapy, a
variety of chemo-immunotherapy combinations have been
used in the primary treatment of low-grade lymphomas at
advanced stage and high-grade lymphomas. Several
randomized, phase III trials of patients with advanced stage
indolent lymphoma showed improved CR and EFS rates in
patients treated with Rituximab combined with various
chemotherapeutic schemes. Although numerous data
underline that the concept of concurrent Rituximab-chemotherapy application should be followed in order to achieve
the ultimate treatment outcome, there is not explicit information yet to answer the crucial question of whether
combined immune-chemotherapy also prolongs the OS of
patients with advanced indolent lymphoma.
Over the past few years, new generations of anti-CD20 mAbs
have been developed aiming at biological and clinical superiority over Rituximab. Second generation mAbs, Ofatumumab
(Arzerra®), Veltuzumab and Ocrelizumab, are humanized or
fully human, but with an unmodified Fc region. Ofatumumab
targets a different small-loop epitope of CD20 compared with
Rituximab; its close binding proximity to the B-cell membrane
results in highly efficient complement membrane-deposition,
with minimum systemic release of activated complement
components. Recent laboratory studies confirmed that Ofatumumab is more effective than Rituximab in inducing CDC
and cell killing. Ofatumumab monotherapy of heavily
pretreated or chemotherapy refractory follicular NHL patients
resulted in a 10% overall response rates (ORR), with stable
disease being observed in 50% of treated patients. Of note, 22%
ORR was recorded in patients who were refractory to prior
Rituximab monotherapy [8, 9, 10, 11].
CD52 is a glycosylphosphatidylinositol anchored low molecular weight glycoprotein expressed on the surface of B and
T lymphocytes, natural killer (NK) cells, monocytes, macrophages, and some dendritic cells. Alemtuzumab (Campath®)
is a humanized monoclonal antibody that recognizes the
CD52 antigen. It has demonstrated significant activity against
a number of B-cell malignancies, particularly in refractory
and relapsed chronic lymphocytic leukemia and, in addition,
it shows interesting activity in T-cell lymphomas [12, 13].
Alemtuzumab has been incorporated in first-line chemotherapy treatment protocols [6, 14], however the association
with increased risk of opportunistic infections makes it
unattractive in clinical settings [12-14].
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The clinical success of Rituximab expanded research of
other potential targets in the area of mAbs, including CD22,
CD19 and CD80 antigens. Epratuzumab, Blinatumomab and
Galiximab are the perspective mAbs to the previous targets
and preliminary results about their efficacy and toxicity
profile are available [1].
Radioimmunotherapy (RIT) is a safe, effective and significantly underutilized therapy for patients with B-NHL.
Multiple studies have demonstrated the efficacy of 90YIbritumomab tiuxetan and 131I-tositumomab in the setting of
relapsed/refractory indolent B-NHL. However, to date no
comparative study has shown an advantage in OS. 90YIbritumomab (Zevalin®) has been approved for the frontline
treatment of follicular B-NHL in patients responding to
induction chemotherapy and several trials are performed
using 90Y-Ibritumomab in patients with high-grade NHL as
a consolidation treatment or added to reduced-intensity
allogeneic stem-cell transplantation regimens. 131I-tositumomab (Bexxar®) has been approved for patients with
follicular B-NHL, with or without transformation, with
disease refractory to Rituximab, relapsing following
chemotherapy [15, 16]. RIT with 131I-Rituximab is much more
effective than Rituximab alone, and the overall response rate
is at least as good as that of Rituximab-chemotherapy
regimens, without the associated toxicity [17].
T-cell lineage-specific antigens
T-cell neoplasms, such as adult T-cell leukemia/lymphoma
(ATL) and peripheral T-cell lymphoma, are particularly
aggressive and, despite novel combination chemotherapy
regimens, still have extremely poor prognoses. There is an
unmet medical need for novel therapies and the antichemokine CCR4 receptor antibody Mogamulizumab
(Poteligeo®) may offer such an option for the treatment of
ATL. Mogamulizumab is a humanized antibody, with a
defucosylated Fc region, which enhances antibody-dependent cellular cytotoxicity. As a result, Mogamulizumab
demonstrates potent antitumor activity at much lower doses
than other therapeutic monoclonal antibodies [18].
The antigen CD30 is overexpressed in Hodgkin lymphomas
and some NHLs like anaplastic large-cell lymphomas and
adult T-cell lymphomas, which makes it a suitable target for
antibody-based therapies. Brentuximab vedotin (Adcetris®)
is a chimeric anti-CD30 antibody conjugated via a proteasecleavable linker to the potent anti-microtubule agent
monomethyl auristatin E (MMAE). Following binding to CD30,
brentuximab vedotin is rapidly internalized and transported
to lysosomes where MMAE is released and binds to tubulin,
leading to cell cycle arrest and apoptosis [19]. In anaplastic
large-cell lymphoma, a phase II trial with 58 patients led to
an ORR of 86% with a median duration of 12.6 months [20].
Other targets such as CD45 antibodies are under investigation and preliminary results show in vitro and in vivo lytic
activity against primary cells and cell lines derived from NK
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and T-NHLs. Hematopoietic toxicity seems to be the most
important adverse event which could be used as an adjunct
to the conditioning regimen for allogeneic stem cell
transplantation in CD-45 positive NK and T-NHLs [21].
IMMUNOMODULATORY DRUGS
Lenalidomide (Revlimid®) is a thalidomide analogue with
anti-angiogenic, anti-tumorigenic, and immunomodulating
activity. The mechanism of action that mediates the
immunomodulatory function is poorly understood; the design of effective therapeutic combinations with Lenalidomide is dependent on our understanding of the immunomodulatory potentials of the drug, its microenvironmental
interactions within lymphomatogenous niches as well as its
specific bioactivity [22].
Recently, Lenalidomide has been studied in patients with
various histological subtypes of B-NHLs, both in low and
high grades. Multiple trials that enrolled patients who had
failed more than two prior systemic therapies and received
salvage treatment with Lenalidomide monotherapy,
resulted to ORR 35%, with 13% CR. Noticeably, responses
were also observed in aggressive histological subtypes, with
MCL and advanced-grade follicular types showing responses of about 42%, with an estimated median response
duration of 6.2 months [23].
INHIBITORS OF SPECIFIC MOLECULAR PATHWAYS
Suppression of proteasome function with the first-in-class
small molecule inhibitor Bortezomib (Velcade®) is a rational
therapeutic strategy against several hematological malignancies, including NHLs and may enhance the activity of
chemo-immunotherapy [24]. Assessment of patients with
DLBCL and MCL treated with R-CHOP plus bortezomib
showed ORR 100% with 86% CR, 2-year OS of 70% and ORR
was 91% with 72% CR, and 2-year OS 86% respectively [25].
Targeting the mTOR pathway offers a new approach to antilymphoma treatment. mTOR inhibitors have been developed and used in MCL and clinical trials in other high-grade
lymphomas are as well ongoing. Temsirolimus (Torisel®)
has been approved in treating relapsed or refractory MCL
with ORR 38% in a phase II clinical trial [26].
Another promising approach towards drugs that modulate
epigenetic processes has been seen in the development of
inhibitors of histone deacetylases (HDACs) which regulate
histone acetylation in nucleosomes. Vorinostat (Zolinza®)
and Romidepsin (Istodax®) have been approved for treating
cutaneous T-cell lymphoma (CTCL) with progressive,
persistent or recurrent disease and are shown to reach
response rates at 30% [27].
DISCUSSION
New therapies alone and in combination with old therapies
have demonstrated an improvement in NHL outcomes.
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Nevertheless, new treatment modalities with improved
toxicity profile and even better responses are needed.
Although Rituximab has revolutionized the treatment of
NHLs, still many patients relapse or remain refractory. This
has initiated intense research to develop more potent antiCD20 antibodies.
Clinical advantages of second generation anti-CD20 mAbs
and of other lymphoma targets should be proven by welldesigned clinical trials in Rituximab-refractory patients. Even
though CD20 expression is an eminent feature of specific BNHLs, many patients fail to respond or become resistant to
anti-CD20 mAbs, indicating that beyond CD20 expression
other biological, host or lymphoma factors modulate
responsiveness Nevertheless, the fact that third-generation
mAbs, such as PRO131921, AME-133v and GA-101, are
currently being developed proves that CD20 remains
unchallenged as a mAb target in NHL therapeutics [1, 2, 10].
Except for monotherapy with mAbs or combined immunotherapy-chemotherapy, RIT with anti-CD20 mAbs demonstrated excellent clinical efficacy in B-NHL, mostly follicular
NHL. However, due to the complexity of delivery compared
with naked antibodies, and concerns about late toxicities, it is

difficult for the clinical community to integrate it in standard
chemotherapy regimens [12-14].
Antibodies targeting antigens other than CD20 have shown
less encouraging clinical efficacy. However, other newgeneration antigens are under clinical investigation
demonstrating substantial clinical efficacy in phase I/II trials
and arousing hopes for an improved outcome in Rituximabrefractory NHL.
Targeting molecular pathways is another promising
treatment option and new drugs have essentially been
evaluated in patients with recurrent disease or refractory to
first-line regimens. Among new agents, bortezomib seems
to play a pivotal role in the regulation of several cell
pathways involved in the development of lymphomas and
HDAC inhibitors will likely be incorporated into combinations
of targeted therapies, both in the upfront and relapsed
disease setting. The molecular basis of their antitumor
activity is an area of vigorous study, which will hopefully lead
to further improvements in the near future.
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ABSTRACT
Renal cell carcinoma (RCC) accounts for 2-3% of all adult malignancies. Metastatic RCC (mRCC)
has a poor prognosis and is largely resistant to chemotherapy. Until recently, systemic
treatment was limited to cytokine therapy, associated with low rates of response and high
rates of toxicity. In the past 6 years, treatment options have expanded with specific moleculartargeted therapies directed at the VEGF and the mTOR signaling pathways. On this basis,
sequential treatment with targeted agents has become the actual standard of care. However,
the optimum sequencing approach to maximize long-term clinical benefit remains still under
investigation. In the first-line setting, treatment with a VEGFr-TKI is recommended for most
patients. ESMO guidelines indicate sunitinib, bevacizumab + INF-α and pazopanib as the most
efficacious treatments for favourable/intermediate-risk patients, whereas temsirolimus is
recommended for poor-risk patients. However, most mRCC patients eventually develop
resistance to these agents. At that stage, clinicians face the important question of which is the
optimum treatment sequencing to overcome resistance to first-line agents. According to ESMO
guidelines, both the mTOR inhibitor everolimus and the VEGFR inhibitor axitinib are
recommended second-line treatment options following VEGFR inhibitors. However, there is no
evidence that a change in mechanism of action following anti-angiogenic targeted agents
would result in better outcomes compared with maintaining VEGFR inhibition in the secondline setting. Available data support both TKI to TKI and TKI to mTOR sequencing. Until data
from ongoing trials are available, clinicians should take into account patient, disease
characteristics and drug toxicity profile to make treatment decisions.
Key words: renal cell cancer; anti-angiogenic agents; mTOR inhibitors; sequential treatment.

INTRODUCTION
Renal cell carcinoma (RCC) accounts for 2-3%
of all adult malignancies, representing the
seventh most common cancer in men and
the ninth most common cancer in women [1].
RCC is diagnosed in about 170,000 people
worldwide annually, resulting in 72,000 deaths
[2]. Many patients present with advanced or
unresectable disease, and up to 30% of
patients who have initially localized disease
will eventually relapse [3]. Metastatic RCC
(mRCC) has a poor prognosis, with an
estimated 5-year relative survival of 11%
among those with distant metastases in the
USA over the period 2001 to 2007 [4].
Until recently, systemic treatment was limited
to cytokine therapy with either interleukin (IL)2 or interferon (INF)-α, because mRCC is
largely resistant to chemotherapy [5]. Cytokine treatment was based on the rationale
that immune system stimulation kills cancer
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cells. However, in patients with mRCC, cytokine therapy is associated with low rates of
response and high rates of toxicity in the firstline setting [5]. In the second-line setting (in
patients who have progressed on one cytokine), even fewer responses are observed
while toxicity remains similar to that of firstline use [6]. Consequently, new therapies were needed to improve outcomes in patients
with mRCC.
RCC is a highly vascularized tumor, in which
pro-angiogenic mechanisms are mostly triggered through the inactivation of the von
Hippel Lindau (VHL) gene [1]. The VHL gene is
inactivated in >75% of the cases of clear cell
RCC, either by deletion or promoter methylation. This leads to a defective VHL protein
and activation of hypoxia inducible factors
(HIFs), which translocate to the nucleus and
activate transcription of many pro-angiogenic
factors, including vascular endothelial growth
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factor (VEGF), platelet-derived growth factor (PDGF) and
transforming growth factor alpha (TGF-α). VEGF has a
dominant role in the angiogenic process; binding of VEGF to
VEGFR2 activates upregulation of molecules involved in
mediating proliferation, migration and survival of endothelial
cells and promoting vascular permeability. Therefore,
inhibition of angiogenesis represents a principal target of
mRCC therapy.
Mammalian target of rapamycin (mTOR) is a serine/threonine
kinase that plays a critical role in regulating cellular processes
that control growth, proliferation, motility and angiogenesis
[7]. mTOR is regulated by both the phosphoinositol-3-kinase
(PI-3K)/Akt pathway and the mitogen-activated protein kinase
(MAPK) pathway. The mTOR complexes have a critical role
in orchestrating changes in cell growth and metabolism in
response to a wide variety of inputs including nutrient
availability, growth factor levels, cellular energy alterations
and stress.
As information regarding aberrant activities of signal
transduction pathways in RCC became available, specific
molecular-targeted therapies were identified, directed at the
VEGF and the mammalian target of rapamycin (mTOR)
signaling pathways, as both VEGF and mTOR activities were
shown to be involved in the pathogenesis of mRCC [8].
In the past 6 years, treatment options have expanded considerably for patients with mRCC, with the approval of seven
new molecules for use in the 1st and 2nd-line setting since
2006. These molecules, targeting either the VEGF or the
mTOR pathway, have been evaluated in several randomized
phase III clinical trials and have significantly improved
progression-free survival (PFS) as well as overall survival
(OS) for patients with mRCC compared with placebo or with
the previous standard of care, immunotherapy [9-16]. On
this basis, many patients with mRCC will be candidates for
multiple lines of treatment. However, the optimum sequencing approach in order to expose patients to as many agents
as possible and maximize long-term clinical benefit still
remains under investigation.
FIRST-LINE TREATMENT
A wealth of randomized clinical trials investigating the
efficacy of targeted agents in the last few years has provided
the basis for the creation of first-line treatment algorithms
[10-13, 15]. Recommendations mainly relate to clear cell
histology, since most of the pivotal trials have been carried
out in this common histological subtype. Guidelines from the
European Society of Medical Oncology (ESMO) indicate
sunitinib, bevacizumab + IFN-α and pazopanib as the most
efficacious treatments for favorable/intermediate-risk patients, whereas temsirolimus is recommended as the
current standard of care for poor-risk patients [17] (Figure 1).
New options such as tivozanib (presented at ASCO 2012 by
Motzer et al.) might become available for 1st-line treatment
in the near future. It is clear that for many bad prognosis

patients, best supportive care remains the only suitable
treatment option. In addition, since some mRCC patients
have a very indolent disease course a period of observation
before starting treatment should be considered.
A number of new studies add information on the efficacy
and toxicity of targeted agents. The double-blind PISCES
study evaluated patient preference based on toxicity profile
of two different sequences of treatment: pazopanib given for
10 weeks and then after a 2-week washout, sunitinib for 10
more weeks, or the reverse sequence. Both drugs were
given at the standard doses and schedules, 800mg once
daily for pazopanib and for sunitinib, 50mg once daily (4
weeks on treatment, followed by 2 weeks off treatment and
then 4 weeks on treatment) [18]. 70% of the patients
preferred pazopanib versus 22% sunitinib due to better
quality of life and less fatigue. The number of patients who
were not able to express a preference was less than 10%.
This study design does not allow an efficacy comparison, but
clearly demonstrated the better tolerability of pazopanib over
sunitinib [18].
A comparison between the two drugs has just been
reported with the presentation of the results of the
COMPARZ study, a non-inferiority trial of pazopanib versus
sunitinib in previously untreated mRCC patients [19]. Using
the same dosing and schedule as the PISCES trial, the
COMPARZ trial demonstrated that pazopanib is not inferior to
sunitinib in terms of progression-free survival (PFS was 8.4
months for pazopanib versus 9.5 months for sunitinib).
Given the growing number of available first-line targeted
agents, treatment decision should be based both on efficacy
data and clinical experience.
Prognostic models that combine multiple clinical factors are
often used in clinical management. The most widely used
model is the one developed by the Memorial Sloan-Kettering
Cancer Center (MSKCC), using a database of 400 patients who
received interferon-based therapy [20]. This model stratified
prognosis as favorable, intermediate, or poor, based on
lactate dehydrogenase levels, performance status, serum
calcium concentrations, hemoglobin levels and time from
diagnosis to treatment. Median overall survival in the favorable-prognosis, intermediate-prognosis and poor-prognosis
groups was 30 months, 14 months and 5 months, respectively [20]. As the model was developed using patients treated
with interferon-based regimens, the MSKCC model is useful
for identifying patients who may benefit from immunotherapy.
The MSKCC model has also been validated and updated for
use in the current era of targeted therapies as the Heng
criteria, including four of the five prognostic components of
the MSKCC model with the addition of platelet and neutrophil
counts as further prognostic indicators. In 2009, Heng et al.
[21] conducted a large multicenter study of 645 patients to
better define the prognostic indicators for overall survival in
mRCC patients treated with VEGF-targeted therapy (sorafenib, sunitinib and bevacizumab). Patients are stratified into
March 2013
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Figure 1.
RCC Treatment Algorithm, Escudier B, et al.; Ann Oncol 2012.
RCC Treatment Algorithm: 2012
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favorable, intermediate and poor-prognosis groups according to the presence of six risk factors: performance status,
hemoglobin levels, serum calcium concentration, time from
diagnosis, neutrophil count and platelet count [21]. Median
overall survival in the favorable-prognosis group was not
reached at the time of the report; overall survival in the
intermediate-prognosis and poor-prognosis groups was 27
months and 8.8 months, respectively. In practice, the two
above mentioned prognostic models are the most widely
accepted and used in treatment decisions.
Nevertheless, in addition to risk factors and prognostic
models, clinicians need to take into account factors that are
individual to each patient, in order to individualize treatment
and improve clinical outcomes. These factors include patient
lifestyle, quality of life, comorbidities, symptoms and expectations of therapy.
RESISTANCE TO TARGETED THERAPIES
Sequential treatment with targeted agents is the actual
standard of care for patients with mRCC. First-line treatment
with a VEGFr-TKI is recommended for most patients with
mRCC; however, development of resistance to these agents
is common [22]. None of the existing VEGFr-TKIs completely
block all angiogenic signaling pathways [23].
Tumor cells can adapt to this incomplete inhibition of
angiogenesis, leading to resistance and disease progression.
Tumor adaptation and evasion may occur via multiple mechanisms. For example, reestablishment of angiogenesis can
occur via mutation, epigenetic programming, or remo-deling
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of the stromal microenvironment, leading to renewed tumor
growth [22]. The importance of tumor microenvironment has
been highlighted in a preclinical study of sunitinib-resistant
skin metastases transplanted into nude mice; in the mice the
tumors were once again sensitive to sunitinib. Similarly, in
xenograft models, sorafenib-resistant tumors reacquired
sorafenib sensitivity when reimplanted in untreated mice. This
data suggests that a change in tumor microenvironment may
“reset” tumor responsiveness to targeted therapies. This
could be achieved either by providing a treatment break or by
switching to another targeted therapy, both of which are
therefore important considerations in determining optimum
use of targeted therapies in mRCC [24].
Furthermore, despite the reliance of RCC cells on underlying
VHL inactivation and resulting VEGF overexpression, several
studies have failed to show a clear association between
either VHL status or VEGF levels and clinical response to
VEGF-targeting agents, further clouding the biology of
response and resistance in this setting. Whether this
absence of correlation represents “intrinsic” resistance of
some tumors or more rapid “adaptive” or “evasive” resistance than can be assessed by traditional clinical measures,
remains to be defined [22]. Nonetheless, the fact that studies
with more potent VEGF-pathway inhibitors, such as axitinib,
have shown tumor shrinkage in more than 80% of patients,
suggests, by contrast with other tumor types where angiogenesis is driven by hypoxia rather than VHL loss, in RCC
intrinsic resistance is uncommon. In any case, inhibition of
VEGF-driven and/or PDGF-driven angiogenesis can trigger
compensatory pro-survival responses that might be
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important to understanding treatment resistance [22].
For most mRCC patients, resistance to first-line therapy
eventually develops, leading to disease progression. At that
stage, clinicians face the very important question of when
the right time to start second-line treatment is and which is
the optimum treatment sequencing that may help patients
to overcome resistance to first-line therapeutic agents.
WHEN TO START SECOND-LINE TREATMENT OR
RESPONSE ASSESSMENT
Disease progression includes a wide range of clinical
scenarios, and therefore clinicians need to use a combination
of pathological data, clinical assessment and patient
individual factors to decide whether disease progression has
occurred and a second-line treatment is needed.
Recent evidence suggests that, whereas Response Evaluation Criteria In Solid Tumors (RECIST) are valid to compare
drugs in clinical trials and identify primary resistance to
targeted therapies, they are not sufficient to define disease
progression in real-life clinical practice, or to evaluate the
efficacy of anti-angiogenic therapies that induce necrosis
often without changes in tumor size [25]. On this basis, there
is an urgent need for improved imaging techniques to
enable better characterization of tumors and a fuller
understanding of disease progression, thereby enabling
physicians to make the most appropriate treatment
decisions for each individual patient. Recently developed
alternatives to RECIST include functional imaging techniques
and dynamic contrast-enhanced ultrasonography [25].
OPTIMAL SEQUENCING STRATEGIES
TKI to TKI sequencing
According to ESMO guidelines [17], both the mTOR inhibitor
everolimus and the VEGFR inhibitor axitinib are
recommended second-line treatment options following
VEGFR inhibitors (Figure 1).
However, in treatment sequencing, there is no evidence that
a change in mechanism of action following anti-angiogenic
targeted agents would result in better outcomes compared
with maintaining VEGFR inhibition in the second-line setting.
Cross-resistance has not been observed with the sequential
use of VEGFR inhibitors, probably due to their distinct and
overlapping inhibitory profiles. Additionally, since tumor
progression on a VEGF-targeted agent is thought to be due
to changes in molecular pathways used for maintenance of
vascular supply, sequential use of VEGF-targeted therapies
that have different targets may inhibit successive escape
pathways and delay progression further.
The first experience in the consecutive use of antiangiogenic agents comes from sequential use of sorafenib
and sunitinib [26-41]. Four prospective studies evaluated
sorafenib as second-line treatment in sunitinib-refractory
patients and reported PFS benefits [26-29]. Similarly, several

retrospective studies have shown benefit of a sequence,
either with sorafenib followed by sunitinib or vice versa.
Additionally, data (mostly retrospective) suggests that
sorafenib followed by sunitinib is associated with improved
cumulative PFS outcomes compared with sunitinib followed
by sorafenib [30-41]. Results from the ongoing randomized,
phase III SWITCH trial (sorafenib followed by sunitinib versus
sunitinib followed by sorafenib in treatment-naïve patients
with mRCC) will provide additional data.
Level 1 evidence supporting dual TKI sequencing comes from
the randomized phase III AXIS trial [16]. Two VEGFR tyrosine
kinase inhibitors, axitinib and sorafenib, were directly
compared in patients with mRCC following failure of one
previous systemic therapy. Generally, axitinib led to a
statistically significant increase in the PFS compared with
sorafenib. Additionally, the subgroup analysis showed a
significant superiority of axitinib over sorafenib in the sunitinibrefractory group (The median PFS was 4.8 months for axitinib
versus 3.4 months for sorafenib, p=0.0107) (Figure 2).
AXIS is the first head-to-head trial of targeted agents in
second-line mRCC and its results support sequencing of TKI
to TKI. This data suggests that metastatic renal cell cancer
remains sensitive to VEGFR inhibition, even after failure of a
previous VEGFR inhibitor, although the clinical benefit of
VEGFR inhibition might be reduced with subsequent therapy
(reduced median PFS compared to the median PFS of the
cytokine-refractory subgroup, with both agents). Additionally,
according to this data, VEGFR inhibitors should be considered
as individual agents rather than a drug class.
TKI to mTOR sequencing
An alternative to sequencing with VEGF-targeted therapies
is to use an mTOR inhibitor. In this setting, RECORD-1 was
the first trial demonstrating a PFS benefit in second-line
treatment. In this phase III, randomized, placebo-controlled
study, everolimus was evaluated in 416 patients with mRCC
_four lines of therapy,
who had progressed after one to >
including sorafenib and/or sunitinib [14, 42]. Everolimus was
associated with a median PFS of 4.9 months in the overall
population versus 1.9 months for placebo (p<0.001) (Figure
3). In this study, more than three-quarters (79%) of patients
had received two or more prior therapies (which, as well as
sorafenib/sunitinib could have included bevacizumab,
interleukin-2 and/or interferon-alpha) and so received
everolimus/placebo as a third-line or later treatment. Only 89
(21%) patients had received one VEGF-targeted therapy.
Furthermore, analysis of PFS with everolimus compared
with placebo according to prior VEGFR-TKI showed that
everolimus was as effective after two VEGFR-TKIs as it was
after one and also appeared to be more effective postsorafenib than post-sunitinib.
Given this data, everolimus may be used in the second-line
setting as well as a third-line treatment following two VEGFtargeted agents in sequence. Use of an mTOR inhibitor was
March 2013
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Figure 2.
Kaplan-Meier estimated median PFS in patients who received axitinib or sorafenib as second-line therapy for metastatic renal
cell cancer. HR = hazard ratio, PFS = progression-free survival. (A) All patients, (C) patients previously treated with sunitinib based
regimen. Rini BI, et al.; Lancet 2011.
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previously expected to be particularly helpful in patients who
were refractory to first-line VEGF-targeted therapy, but
retrospective data indicates that even those who would
seem to be candidates for mTOR inhibitors may benefit from
a second VEGF-targeted agent [43]. Further information on
the optimal use of everolimus will come from the RECORD3 trial (NCT00903175), which will assess everolimus followed
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by sunitinib versus sunitinib followed by everolimus, and the
CALGB90802 study (NCT01198158), which will assess
everolimus plus bevacizumab versus everolimus plus
placebo following a TKI therapy.
Until recently, available data regarding the use of temsirolimus after VEGFR inhibitors was very limited [44-45].
However, results from the phase III INTORSECT study [46]
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Figure 3.
Kaplan-Meier estimates of progression-free survival (PFS). Motzer RJ, et al.; Lancet 2008.
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evaluating temsirolimus versus sorafenib in patients with
advanced RCC whose disease had progressed on or after
sunitinib, were presented at the latest 2012 ESMO Congress.
Temsirolimus did not meet the primary endpoint of prolonging progression-free survival (PFS) compared to sorafenib.
Although PFS was numerically higher in the temsirolimus
arm, the difference was not statistically significant (PFS 4.3
months for temsirolimus vs. 3.9 months for sorafenib,
p=0.193). Overall survival, a secondary endpoint in the study,
showed statistical significance favoring patients randomized
to the sorafenib arm.
COMBINATION THERAPY
Combination therapy for advanced RCC, involving horizontal
or vertical blockade, is currently being investigated with the
aim of improving outcomes, although the validity of this
approach has not been determined. Horizontal blockade
involves inhibition of different molecular pathways involved
in the production of cancer-related genes, including VEGF,
EGFR and PDGF. This can be achieved using either a
combination of specific inhibitors, or multi-targeted agents.
Vertical blockade involves targeting the same pathway at
two or more levels. For such approaches, it is vital to
consider each agent’s exact mechanism of action. In
particular, a combination of therapies that target different

8
1

functional pathways, e.g. cell survival and angiogenesis
might have an additive or synergistic effect.
Substantial anti-tumor activity was demonstrated when
sorafenib was used in combination with bevacizumab or
INF-α, although toxicity was exacerbated [47-48]. Trials
involving concomitant administration of sorafenib with other
targeted agents are ongoing. Additionally, some studies
have investigated combinations involving sunitinib,
temsirolimus and/or bevacizumab, with mixed results.
However, some combinations have been associated with
unacceptable toxicity [49-52]. Currently, the combination
therapy approach is not recommended until there is
sufficient safety and efficacy data, given the significant
increase in the cost of targeted therapies.
BISPHOSPHONATE THERAPY
Bisphosphonate therapy with zoledronic acid has been
shown to reduce skeletal related events providing considerable symptomatic benefit in patients with mRCC and
bone metastasis, and therefore, it is strongly recommended
[53].
Novel agents other than bisphosphonates such as radium223 and denosumab became recently available for clinical
use; however, their precise role in the treatment of bone
metastasis from RCC is still unclear.
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SURGICAL TREATMENT OF METASTATIC DISEASE
In contrast to the management of other solid tumors,
removal of the primary tumor is often performed for
patients with mRCC.
Cytoreductive nephrectomy
Nephrectomy is an essential component of vaccine and
adoptive immunotherapy protocols [54]. According to the
National Comprehensive Cancer Network (NCCN) guidelines,
the current standard of care is to consider cytoreductive
nephrectomy in all patients who present with potentially
surgically resectable mRCC. This standard has been in place
for the last decade and is the result of two large randomized
trials (the SWOG trial and the European EORTC trial) that
evaluated patients randomized to either interferon therapy
without surgery or nephrectomy followed by interferon
therapy [55-56]. From these two trials, it was clear that there
was a survival benefit in patients who received surgery
versus those who did not (13.6 vs. 7.8 months, respectively;
p=0.002).
The optimal integration of surgery with the newer systemic
therapies remains a question. The benefits of these targeted
therapies have been observed in trials that predominantly
enrolled patients after tumor nephrectomy and it remains
unclear whether the same results can be achieved in patients
without cytoreductive nephrectomy. Systemic treatments
with targeted agents could be used upfront and cytoreductive
nephrectomy offered to patients who do not progress, but this
approach is not proven and could increase surgical morbidity
and postoperative complications. Patients who fall into the
poor prognosis group according to the MSKCC criteria may
not benefit from cytoreductive nephrectomy in the context of
systemic treatment with temsirolimus.
Currently, there are several ongoing phase III trials that will
shed light on the value of cytoreductive nephrectomy in
patients who will receive targeted therapies. For instance,
there is an ongoing randomized phase III trial in Europe called
CARMENA (NCT00930033), where patients with mRCC and a
good performance status (ECOG PS 0 or 1) will be randomized
to receive either sunitinib without surgery or nephrectomy
followed by sunitinib. Another EORTC trial, SURTIME
(NCT01099423), will compare immediate cytoreductive
nephrectomy followed by sunitinib with deferred nephrectomy after 3 courses of sunitinib and reintroduction of sunitinib
after surgery. Each of these trials will help clarify the utility of
nephrectomy in conjunction with targeted therapy in mRCC.
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Surgery for metastases
Metastasectomy has never been evaluated in a randomized
trial. However, there are clinical situations where it is
considered appropriate, including solitary (recurrent)
metastasis, limited multiple metastasis, residual mass after
response to systemic therapy and palliation [57]. Complete
removal of metastatic lesions improves clinical prognosis,
with excision of solitary or limited metastases leading to longterm survival (>10 years) in approximately 30% of patients [54,
58]. Metastasectomy should be considered before systemic
therapy whenever complete resection of all lesions seems
feasible. Patients responding to targeted therapy who are
then suitable for metastasectomy may also benefit.
CONCLUSIONS
To date, the improvements in PFS achieved with targeted
therapies have led to investigations into the optimal use of
these agents, with a view to achieving the best possible
prolongation of life for patients with advanced RCC. Efforts to
optimize the use of targeted therapies have resulted in the
widespread use of such agents sequentially. Nevertheless,
the optimal sequence of targeted agents is not currently
known.
Until data from ongoing clinical trials evaluating different
treatment sequences is available, clinicians should take into
account efficacy data as well as patient and disease characteristics and drugs toxicity profile when making treatment
decisions and considering whether to switch treatment and
which treatment to switch to.
Taking into consideration all the above mentioned data, one
reasonable option could be sequential VEGF inhibitors in the
second-line setting and mTOR inhibitors in the third-line
setting. However, patients who are refractory to first-line
VEGF-inhibitor therapy, in terms of radiographic progression
on the first restaging studies, could proceed with a secondline mTOR inhibitor. It may also be appropriate to proceed
with a second-line mTOR inhibitor in patients who have
experienced serious or potentially life-threatening toxicities
with initial VEGF-inhibitors.
Finally, there is a need to identify reliable biomarkers of
treatment resistance and/or treatment response in order to
select the most appropriate treatment for each patient.
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ABSTRACT
Herein, we report the unusual case of a 78-year old woman with synchronous presentation of
sigmoid cancer and a non-functioning primary adrenal cortex carcinoma, who developed
superior vena cava syndrome due to metastatic lymphadenopathy from the latter malignancy.
Our case suggests that adrenal incidentalomas during initial staging evaluation after cancer
diagnosis are not always “innocent” and should not be a priori considered incidental findings
attributed to hyperplasia, adenoma or even considered a non life-threatening metastasis from
the primary tumor. It also emphasizes the importance of a continuous assessment of patients
with synchronous primary malignancies, in order to timely evaluate changes in clinical or
biological behavior and administer the appropriate treatment.
Key words: adrenal incidentaloma; primary carcinoma of the adrenal cortex; colon cancer;
superior vena cava syndrome; Ki-67 mitotic index.

INTRODUCTION
Primary carcinoma of the adrenal cortex (ACC)
is a rare and highly aggressive malignancy,
accounting for an estimated 0.02% of all
cancers [1]. Approximately 60% of ACCs are
hormonally active, presented clinically as
Cushing syndrome (in glucocorticoid excess),
virilization (in androgen excess), or hypokalemia (in mineralocorticoid excess). In contrast,
hormonally inactive ACCs usually present with
abdominal discomfort (nausea, vomiting and
abdominal fullness) or back pain caused by a
mass effect of a large tumor [2). Data from
case series indicates that the majority of
patients with ACC present with regional or
distant spread; common sites of metastasis
involve the liver, lungs, distant lymph nodes
and bone [3].
ACC accounts for <5% of all adrenal lesions
detected incidentally on radiographic imaging,
referred to as ‘adrenal incidentalomas’ [4]. In
patients with malignancy, the approach to
incidentaloma is more critical because several
malignant neoplasms have the tendency to
metastasize to the adrenal glands, the most
notorious being non-small-cell lung cancer. In
this setting, distinction between metastasis,
benign adrenal lesions or primary ACC is
difficult with CT or MRI imaging [5-6]. Herein,

we present an unusual case of a patient with
colon cancer presented with an adrenal incidentaloma on pre-operative imaging that proved to be a non-functional ACC.
CASE REPORT
A 78-year-old female was referred to our
institution after synchronous resection of
cancer of the sigmoid colon and a left adrenal
lesion. The patient initially sought evaluation
at a local clinic with a 2-month history of
change in bowel movements, blood in the
stool and abdominal pain. She had no
remarkable medical history and was under
no medications at the time. A colonoscopy
performed at the same institution revealed a
hemorrhagic mass measuring 5cm at the
sigmoid region; subsequent biopsy revealed a
moderately differentiated adenocarcinoma.
Pre-operative staging including a computed
tomography (CT) scan of the abdomen,
revealed a 13.5x8.5x7.6cm adrenal mass with
heterogeneous enhancement. A whole-body
positron emission tomography (PET)/CT scan
was performed, showing significant 18Ffluorodeoxyglucose (18F-FDG) uptake in the
sigmoid colon and the left adrenal gland. No
additional sites with increased uptake were
identified.
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Since 18F-FDG-PET scan suggested malignant potential of
the adrenal lesion, a synchronous resection of both the
sigmoid and the adrenal lesion was opted. By virtue of the
unknown origin of the adrenal mass, a thorough endocrine
analysis, as proposed by the European Network for the
Study of Adrenal Tumors (ENSAT) [7], was made prior to
resection. Blood pressure and potassium levels were within
normal limits. Serum glucose, plasma ACTH and dexamethasone suppression test, measured to assess glucocorticoid excess, were also within normal range. Determination
of metanephrines in the urine excluded the presence of a
pheochromocytoma. Due to the patient’s hirsutism, serum
dehydroepiandrosterone sulfate (DHEA-S) was also measured, which was within the normal limits. Sigmoidectomy
and locoregional lymph node dissection revealed a stage IIIB
(T3N1M0) adenocarcinoma of the colon (Figure 1), while
resection of the adrenal mass disclosed a stage III (T3N0M0)
adrenal carcinoma with Weiss score [8] of 4, a mitotic rate of
10 per 50 high power fields (HPF), atypical mitoses and
capsular invasion (Figure 2 A, B, C). Immunohistochemical
analysis of the biopsy specimens revealed a positive
staining for synaptofphysin (Figure 3A) and Ki-67 mitotic
index (15% - Figure 3B). Tumor markers, including CEA and
CA-19-9 were within normal limits.
At that time, the patient was referred to our institution for
further evaluation and treatment. Given the absolute benefit
offered by adjuvant chemotherapy in patients with stage III
colon cancer [9], whereas data regarding the use of mitotane
in the adjuvant setting of ACC is still controversial [3], she
received adjuvant chemotherapy with the FOLFOX regimen
(Oxaliplatin 85mg/m2, Leucovorin 200mg/m2, 5-FU 400mg/m2
bolus, 5-FU 600mg/m2 continuous infusion for 46 hours). After
2 months (8 cycles) of treatment, the patient was re-evaluated
with CT imaging of the chest and abdomen, which indicated
a new 17mm nodular mass in the azygoesophageal recess
and enlarged right lower paratracheal lymph nodes. We
decided to perform both a biopsy of the mass in the azygoeso-

Figure 1.
Adenocarcinoma of the colon, 100 x magnification.
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Figure 2.
Adrenal carcinoma
A: 200 x magnification.

B: Pathologic view showing atypical mitoses,
400 x magnification.

C: Pathologic view demonstrating capsular invasion,
100 x magnification.
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Figure 3.
Immunohistochemical staining.
A: Synaptophysin positivity.

B: Positivity for mitotic index Ki-67%.

phageal recess and of the lower paratracheal lymph node
mass, in order to identify the site of origin. Biopsy of both
lesions suggested ACC as the primary origin of the lymph
node involvement. Consequently, first-line treatment for
advanced ACC was started consisting of cisplatin 40mg/m2,
adriamycin 40mg/m2, etoposide 100mg/m2, and oral mitotane
initially at a dose of 2g/day with continuous dose monitoring;
hydrocortisone replacement therapy 50mg/day was added.
During treatment with mitotane, full blood count, liver function
tests, ACTH, thyroid hormones, cholesterol and renin were
regularly measured. The drug was well tolerated and
gradually increased to a final dose of 12g/day. Chemotherapy
was discontinued after 6 cycles, due to platinum-related
sensorineural hearing loss and retinal detachment, for which
she was successfully treated with vitrectomy, resulting in
gradual vision gain. Of note, re-evaluation after completion of
3 cycles of chemotherapy, showed disease stabilization
(modified RECIST criteria).

num was noted. After 4 more cycles of paclitaxel treatment,
the patient developed abdominal pain. CT imaging of the
abdomen performed at that time showed deterioration with
evidence of malignant peritoneal implantations. The case
was discussed at the multidisciplinary oncology meeting; CTguided needle aspiration biopsy of peritoneal lesions was
proposed in order to define the origin of peritoneal carcinomatosis, but the patient refused to undergo the procedure. It
was thus decided that treatment at that point should aim
primarily at colon cancer, since peritoneal disease was more
likely to represent a manifestation of colon rather that
adrenal cancer. She was started on modified FOLFIRIBevacizumab regimen (Irinotecan 180mg/m2, Leucovorin
200mg/m2, 5-FU bolus 400mg/m2, 5-FU infusional 600mg/m2
and bevacizumab 5mg/kg). Thus far, she has received 2
cycles of chemotherapy with clinical benefit, as defined by
elimination of abdominal pain.

Three months after cessation of chemotherapy, the patient
presented at the emergency room with worsening dyspnea,
swelling of the face and neck and dilation of veins on her
upper chest. Electrocardiogram indicated paroxysmal atrial
fibrillation (AF). The patient also underwent a CT scan of the
chest, which revealed enlargement of the paratracheal
nodes with signs of superior vena cava obstruction. The
patient underwent chemical cardioversion of the AF, while
administration of mitotane was reduced progressively. She
was promptly started on conventional radiotherapy, which
resulted in shrinkage of lymph nodes size and subsequent
improvement of respiratory distress and facial edema. One
month after completion of radiotherapy, second-line chemotherapy with weekly paclitaxel was administered, while
mitotane treatment was stopped. After completion of 6
weeks of therapy, further partial response in the mediasti-

DISCUSSION
Herein, we describe an unusual case of ACC initially presented as an incidentaloma in a patient with colon cancer,
which progressively displayed a metastatic behavior causing
superior vena cava syndrome and upper airway obstruction.
Adrenal incidentalomas in cancer patients are not always
“innocent”; ACC accounts for approximately 5% of adrenal
incidentalomas [4]. However, in the majority of patients with
malignancy, adrenal incidentalomas most commonly
represent sites of metastases of the primary tumor or
benign adrenal adenomas [10]. Furthermore, synchronous
existence of colorectal and adrenal carcinoma is relatively
uncommon. In two case series reported by a Chinese group
that included 4 patients undergoing synchronous resection
of colorectal cancer and adrenal lesion, a diagnosis of ACC
was made in a single patient [11-12]. Moreover, numerous
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case series report on the pathological diagnosis and
outcome of patients with malignancy undergoing adrenalectomy for incidentaloma: In a study evaluating the role of
imaging and surgery in 42 patients with cancer, including
colon cancer and adrenal lesions, none of the patients was
found to have an ACC [13]. Similarly, in two series of a limited
number of patients with malignancy subjected to laparoscopic adrenalectomy, no case of ACC was reported [14-15].
Moizandeh et al. have reported a pathological diagnosis of
ACC in 6/31 patients with malignancy, although the site of
the coexisting tumor in patients with ACC is not clearly
mentioned in the study [16]. However, in the majority of
these studies, adrenal masses were discovered during
follow-up for the primary malignancy, which does not allow
direct comparison with the case of our patient.
Superior vena cava syndrome (SVC) is considered a medical
emergency; in few cases treatment can be delayed, until a
histological diagnosis is obtained. In the case of our patient,
histopathological diagnosis was made before superior vena
cava was compressed by the increasing size of the mediastinal lymph nodes. Although regional lymph node metastasis is encountered in 24% of patients with ACC, metastasis
to mediastinal lymph nodes is rare [3]. SVC syndrome
directly related to metastatic ACC has been reported only
once in the literature [17]. The patient was treated with
radiation, since ACC is not considered a chemosensitive tumor; chemotherapy with cisplatin, adriamycin and etoposide
had already been administered to our patient without evidence of objective response.
The choice of treatment in a patient with two synchronous
cancers is a difficult task. We selected to treat the patient with
adjuvant chemotherapy for her colon cancer, considering the

high risk of relapse to stage III colon cancer [9]. On the other
hand, there is an ongoing debate as to whether patients benefit from adjuvant mitotane in ACC. In patients with localized
ACC and R0 resection, adjuvant therapy is suggested if mitotic
index Ki67 is >10% and tumor size is >8cm [7]. In the case of
our patient, Ki67% was 20% and tumor size 13.5cm in major
dimension, but the risk for developing distant metastases was
statistically higher for colon cancer than for ACC and the
hypothetic combination of the two regimens was expected to
be highly toxic, particularly in terms of myelosuppression. It is
unclear at the moment whether administration of adjuvant
mitotane would confer any substantial clinical benefit.
Nevertheless, once the diagnosis of metastatic ACC was
established, adjuvant chemotherapy for colon cancer was
discontinued and first-line chemotherapy for the advanced
ACC was initiated. Given the rarity of the tumor and the paucity
of clinical trials, second-line chemotherapy for ACC (weekly
paclitaxel) was chosen based on published case series [18, 19].
In conclusion, we report an unusual case of a patient with
synchronous presentation of non-functioning ACC and colon
cancer, who developed SVC syndrome due to metastases
from ACC. Our case suggests that adrenal incidentalomas are
not always “innocent” and should not be a priori considered
incidental findings related to hyperplasia or adenoma. It also
emphasizes the importance of a continuous assessment of
patients with synchronous primary malignancies, in order to
timely evaluate changes in clinical or biological behavior and
administer the appropriate treatment.
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Author Guidelines
Before submitting your work to the Forum of Clinical Oncology,
please make sure you have read the following guidelines for
authors, regarding our manuscript acceptance and evaluation
process and our editorial and open-access policies.
These guidelines have been based on the Uniform
Requirements for Manuscripts Submitted to Biomedical
Journals (URMSBJ), which can be found in full at www.
icmje.org. For additional guidance on preparing and
submitting a manuscript, please visit the ICMJE website.
MANUSCRIPT SUBMISSION
The Forum of Clinical Oncology uses an online submission
and review system, allowing you to submit your manuscript
at anytime from anywhere in the world and making it easier
to track its progress through the peer-review process. As
soon as you submit your article, the system will convert it
into a PDF (Portable Document Format) file and you will be
notified of its receipt via e-mail. Editors and reviewers will
then access your paper online.
Before submitting your article, please read the guidelines
below, to make sure it conforms to our standards, so as to
avoid any delays in evaluating your work. For any pre-submission enquiries, please e-mail Mr. Vassilios Barbounis,
the Editor-in-Chief, at editor@forumclinicaloncology.org.
MANUSCRIPT PREPARATION
Types of Papers
The Forum of Clinical Oncology accepts the following types
of papers:
1. Original or Translational Research/Case Reports
These include the following sections in the order they
appear below:
Abstract: A text of no more than 250 words, consisting of
Background, Patients & Methods, Results and Conclusions.
The primary goal of the abstract should be to make the
general significance and conceptual advance of the work
clearly accessible to a broad readership. References should
not be cited in the abstract.
Key Words: 5-10, for indexing purposes.
Introduction: Provides a context or background for the study
(that is, the nature of the problem and its significance) and
states the specific purpose or research objective of, or
hypothesis tested by, the study or observation.
Patients & Methods: This section should include only
information that was available at the time the plan or
protocol for the study was being written; all information
obtained during the study belongs in the Results section.
Results: This section presents results in logical sequence
in the text, tables, and illustrations, giving the main or most

important findings first. Authors should avoid repeating all
the data in the tables or illustrations in the text but should
emphasize or summarize only the most important observations. Extra or supplementary materials and technical
detail can be placed in an appendix, where they will be
accessible but will not interrupt the flow of the text.
Discussion: Emphasizes on the new and important aspects
of the study and the conclusions that follow from them.
Authors should avoid repeating in detail data or other
information given in the Introduction or the Results section.
References: Please see section below for reference format.
2. Reviews
Reviews should be recognized as scholarly by specialists in
the field being covered, but should also be written with a view
to informing readers who are not specialized in that
particular field, and should therefore be presented using
simple prose. Please avoid excessive jargon and technical
detail. Reviews should capture the broad developments and
implications of recent work. The opening paragraph should
make clear the general thrust of the review and provide a
clear sense of why the review is now particularly appropriate. The concluding paragraph should provide the reader
with an idea of how the field may develop or future problems
to be overcome, but should not summarize the article. To
ensure that a review is likely to be accessible to as many
readers as possible, it may be useful to ask a colleague from
another discipline to read the review before submitting it.
Please include the following:
Abstract: A text of no more than 250 words, consisting of
Background, Patients & Methods, Results and Conclusions.
5-10 key words for indexing purposes
3. Correspondence
Correspondence should be addressed to the Editor-in-Chief
and concern issues either appearing in past issues or of
interest to the wider oncology community. Letters to the
Editor-in-Chief should not exceed 500 words and may
include up to 5 references.
MANUSCRIPT REQUIREMENTS
Text should be prepared in Microsoft Word, using Arial 10
pt. Text should also be double-spaced, with consecutive
page numbers throughout, starting with the title page.
Papers should be written as concisely as possible in clear,
grammatical English and organized in the following
manner:
1. Title page
This should carry the following information:
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The article title (please make sure you include all the
necessary information that will make your work more easily
retrievable in an electronic system).
Authors’ names and institutional affiliations.
The name of the department(s) and institution(s) to which
the work should be attributed.

Authors should place explanatory matter in footnotes, not in
the heading. Explain all nonstandard abbreviations in
footnotes, and use the following symbols, in sequence:
*,†,†
† . Identify statistical measures of variations,
+,§,||,¶,**,††,†
++
such as standard deviation and standard error of the mean.

Any disclaimers, where applicable.

4. Figures

The contact details for authors and the name, address, email, telephone and fax numbers of the corresponding
author, who should also clearly indicate whether this e-mail
address may be published.

Figures should be submitted as separate files of acceptable
format, i.e. TIFF, Photoshop, EPS files or high resolution PDF
files. See below for further details. Please note that authors
will be asked to revise details and images if they do not
adhere to the figure protocols. Any image processing should
be explained clearly in the Materials and Methods section of
your manuscript. Unnecessary figures and panels in figures
should be avoided: data presented in small tables or
histograms, for instance, can generally be stated briefly in
the text instead. Avoid unnecessary complexity, coloring and
excessive detail. Where possible, text, including keys to
symbols, should be provided in the text of the figure legend
rather than on the figure itself. Figure legends should be at
the end of the manuscript as text.

5-10 key words (for indexing purposes).
A list of abbreviations and acronyms used throughout the
text (recommended where applicable).
An abstract, which authors should make concisely, presents
the salient points of the work submitted and accurately
reflects the content of the article.
2. References
There are no limits on the number of references, although it is
recommended that authors prefer less, more representative
reference lists, rather than longer, exhaustive ones. Include in
the reference list only those articles that have been published
or are in press. Unpublished data or personal communications
must be cited within the text and indicated as such. The list of
references should be numbered consecutively, in the order in
which they are first mentioned in the text. Identify references
in text, tables, and legends by Arabic numerals in parentheses.
References cited only in tables or figure legends should be
numbered in accordance with the sequence established by the
first identification in the text of the particular table or figure. The
titles of journals should be abbreviated according to the style
used in Index Medicus or a comparable source and omit
punctuation after journal titles. Spell out foreign or less
commonly known journal names. List all authors up to 6
authors. If there are more than 6 authors, please list the first 6
authors followed by «et al.»
The Uniform Requirements style for references is based
largely on an American National Standards Institute style,
adapted by the National Libraby of Medicine (USA) for its
databases. For a wide variety of recommended reference
formats, please visit the following website:
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=citme.
3. Tables (with descriptive titles and legends)
Please save text and table files as separate Microsoft Word
documents with double spacing. Number tables consecutively in the order of their first citation in the text and
supply a brief title for each. Tables will be reformatted during
production and therefore should only be minimally formatted
in your text file. Do not use internal horizontal or vertical
lines. Give each column a short or an abbreviated heading.
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Guidelines for Figure Preparation:
Resolution: Please submit high-quality images (resolutions
of at least 300 dpi) ready for print.
Formats: We only accept figures in electronic format (TIFF,
Photoshop, EPS files or high resolution PDF files). Please
note that PowerPoint or Word processing, presentation
files, or paint files should not be submitted, as they are
inadequate for the creation of high-quality images.
Additionally, much of the information in PowerPoint or
other file types is lost or skewed in the conversion of
images. Acceptable formats include TIFF, Photoshop, EPS
files or high resolution PDF files. Compatible graphic art
programs are Adobe Illustrator and Adobe Photoshop.
Name the file with the appropriate number of the figure,
i.e. fig1.tiff or fig2.eps.
Figure size: Figures should be as small and simple as is
compatible with clarity and submitted at the size they are to
be published. Maximum width = 7.1667 in. Maximum height
= 9.6663 in.
For multi-panel figures (such as figure 1a, 1b, 1c, etc), each
panel should be assembled into one image file. Do not
include separate panels on multiple pages, i.e. A, B, C and D
should all fit on one page. Each panel should be sized so that
the figure as a whole can be reduced by the same amount
and reproduced on the printed page at the smallest size at
which essential details, including type, are visible and
readable.
Color mode: Save all color figures in CMYK mode at 8
bits/channel. Avoid layering type directly over shaded or
textured areas and using reversed type (white lettering on a
colored background).
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Type: Please be sure to embed all fonts. Use Arial or
Tahoma. The font size should be no greater than 9 pt. and
no smaller than 6 pt; however, panel labels (A, B, C) should
be 15 pt. uppercase (not bold). Lettering in figures (labeling of axes and so on) should be in lowercase type,
with the first letter capitalized and no full stop. Please
keep font size relatively the same throughout the figures,
so as to avoid scaling issues. Also note that readability
suffers, if type is layered over a pattern or color other than
white or black.
Units: Units should have a single space between the
number and the unit, and follow SI nomenclature or the
nomenclature common to a particular field. Thousands
should be separated by commas (1,000). Unusual units or
abbreviations should be defined in the legend. Please use
the proper micro symbol (denoting a factor of one millionth)
rather than a lower case u.
5. Supplementary Files
Please see below for a list of acceptable supplementary
material in the following formats:
Text: MS Word file
Table/Data: MS Word file
Figures: Please provide an MS Word file with all figures
embedded in the order they appear in the text, clearly
labeled with figure legends below them to be used as a
guide for layout.
Please provide ALL files also in one PDF file. Links to
supplemental data will be included in the PDF of the
published manuscript and in the online abstract.
Non-Native Speakers of English
Appropriate use of the English language is a requirement
for review and publication in the Forum of Clinical Oncology.
Authors who have difficulty writing in English should seek
assistance with grammar and style to improve the clarity of
their original manuscript, either by having their manuscripts
reviewed for clarity by a native speaker colleague or by
using the services of one of the many companies that
provide substantive editing after the authors produce an
initial version.
Please note that the Forum of Clinical Oncology takes no
responsibility for, or endorses, these services. Their use
does not guarantee acceptance of a manuscript for
publication.
EDITORIAL POLICY
The Forum of Clinical Oncology only accepts original work,
which has not been or will not be submitted for publication
elsewhere. Additionally, submission of an article implies
that all authors listed on the manuscript have agreed to its
submission.
Manuscripts should conform to the Uniform Requirements

for Manuscripts Submitted to Biomedical Journals (URMSBJ),
which can be found in full at www.icmje.org, in conjunction
with the requirements of the Forum of Clinical Oncology listed
here. In particular, the attention of authors is drawn to the
following conditions (extracted from the URMSBJ):
AUTHORSHIP
Authorship credit should be based on: 1) substantial
contributions to conception and design, or acquisition of
data, or analysis and interpretation of data; 2) drafting the
article or reviewing/revising it critically for important
intellectual content and 3) final approval of the version to the
published. Each author should meet all three of these
criteria. Acquisition of funding, or general supervision of a
research group, are not valid criteria for authorship.
Individuals who have a lesser involvement should be
thanked in the acknowledgements. If meeting these
requirements causes problems for a particular manuscript,
authors are encouraged to contact the Editor for advice on
alternative ways in which other contributors can be listed.
ACKNOWLEDGMENT OF FUNDING
Authors should list all sources of funding for the research
described in a manuscript in the ‘Acknowledgments’
section.
POTENTIAL CONFLICTS OF INTEREST
Potential conflicts of interest exist when an author or
reviewer has financial or personal interests in a publication that might, in principle, influence their scientific
judgment. Financial interests include, but are not limited
to, stock-holding, consultancy, paid expert testimony and
honoraria; they also include any limitations on freedom to
publish that are imposed on an author by an employer or
funding agency. In order to encourage transparency
without impeding publication, authors are required to
include a statement at the end of a manuscript that lists all
potential financial interests or clearly states that there are
none, if appropriate. Possible conflicts of interest of a
personal nature should also be communicated to the
Editor, who will discuss with the author whether these
ought to be listed. Peer reviewers are also required to
inform the Editor of any potential conflicts of interest,
financial or otherwise.
ETHICAL STATEMENTS
If a study involves any ethical issues, which include patient
confidentiality and treatment of animals, the paper must be
accompanied by a statement to the effect that the authors
complied with all of the legal requirements pertaining to the
location(s) in which the work was done.
Indicate whether the procedures were approved by the
Ethics Committee of Human Experimentation in your
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country, or are in accordance with the Helsinki Declaration of
1975.

in the Materials and Methods section of the Research Paper
or Report.

CORRECTIONS AND RETRACTIONS
Authors are obliged to notify the Editor at once if they find
that a published manuscript contains an error, plagiarism
or fraudulent data. The journal will publish a correction,
retraction or notice of concern at the earliest possible date:
authors are encouraged to contact the Editor to discuss the
most appropriate course of action.
Duplicate or redundant publication: We publish only original
manuscripts that are not also published or going to be
published elsewhere.
Duplicate publications, or redundant publications (repackaging in different words of data already published by
the same authors) will be rejected. If they are detected
only after publication, the Editor reserves the right to
publish a notice of the fact without requiring the authors’
approval. Competing manuscripts on the same study, for
example by collaborators who have split into rival teams
after the data were gathered, are acceptable only under
special circumstances: please contact the Editor for
advice.

SUBMISSION PREPARATION CHECKLIST
As part of the submission process, authors are required to
check off their submission’s compliance with all of the
following items, and submissions may be returned to
authors that do not adhere to these guidelines.
1. The submission has not been previously published, nor is
it before another journal for consideration (or an
explanation has been provided in Comments to the Editor).
2. The submission file is in Microsoft Word document file
format.
3. Where available, URLs for the references have been
provided.
4. The text is double-spaced; uses a readable font; employs italics, rather than underlining (except with URL
addresses); and all illustrations, figures, and tables are
placed within the text at the appropriate points, rather
than at the end.
5. The text adheres to the stylistic and bibliographic
requirements outlined in the Author Guidelines, which is
found in About the Journal at www.forumclinicaloncology.
org.
6. If submitting to a peer-reviewed section of the journal, the
instructions in Ensuring a Blind Review have been followed.

PLAGIARISM AND OTHER FRAUD
If the Editor has reason to suspect that a manuscript is
plagiarized or fraudulent, he reserves the right to bring his
concerns to the authors’ sponsoring institution and any other
relevant bodies.
LIMITS TO FREEDOM OF EXPRESSION
We are committed to academic freedom. It does, however,
have to operate within the laws of Greece, where the Forum
of Clinical Oncology is published. A liberal democracy that is
committed to academic freedom, it does have certain legal
restrictions on the publication of specific types of material
(for example, defamation of character, incitement to racial
hatred etc). In the unlikely event that a manuscript contains
material that contravenes these restrictions, the journal
reserves the right to request that the material is removed
from the manuscript or that the manuscript is withdrawn.
In any case, the journal requires authors to take full legal
responsibility for what they have written.
AVAILABILITY OF MATERIALS AND DATA
As a condition of publishing their work in the Forum of
Clinical Oncology, authors should be able to provide any
materials and/or protocols used in published experiments
to other qualified researchers for their own use. These
should be made available in a timely manner and it is
acceptable to request reasonable payment to cover the cost
of maintenance and transport. If there are restrictions to
availability, this should be made clear in the cover letter and
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COPYRIGHT NOTICE
Authors who publish with this journal agree to the following
terms:
a. Authors retain copyright and grant the journal right of first
publication with the work simultaneously licensed under
a Creative Commons Attribution License that allows
others to share the work with an acknowledgement of the
work’s authorship and initial publication in this journal.
b. Authors are able to enter into separate, additional contractual arrangements for the non-exclusive distribution
of the journal’s published version of the work (e.g., post
it to an institutional repository or publish it in a book), with
an acknowledgement of its initial publication in this
journal.
c. Authors are permitted and encouraged to post their work
online (e.g., in institutional repositories or on their website)
prior to and during the submission process, as it can lead
to productive exchanges, as well as earlier and greater
citation of published work (see The Effect of Open Access).
PRIVACY STATEMENT
The names and email addresses entered in this journal site
will be used exclusively for the stated purposes of this
journal and will not be made available for any other purpose
or to any other party.

ΣΥΝΟΠΤΙΚΗ ΠΕΡΙΛΗΨΗ ΤΩΝ ΧΑΡΑΚΤΗΡΙΣΤΙΚΩΝ ΤΟΥ ΠΡΟΪΟΝΤΟΣ. 1. ΟΝΟΜΑΣΙΑ ΤΟΥ ΦΑΡΜΑΚΕΥΤΙΚΟΥ ΠΡΟΪΟΝΤΟΣ: YERVOY 5 mg/ml πυκνό διάλυμα για παρασκευή
διαλύματος προς έγχυση. 2. ΠΟΙΟΤΙΚΗ ΚΑΙ ΠΟΣΟΤΙΚΗ ΣΥΝΘΕΣΗ: Κάθε ml πυκνού διαλύματος περιέχει 5 mg ipilimumab. Ένα φιαλίδιο των 10 ml περιέχει 50 mg ipilimumab. Ένα
φιαλίδιο των 40 ml περιέχει 200 mg ipilimumab. Το ipilimumab είναι ένα πλήρως ανθρώπινο αντι CTLA4 μονοκλωνικό αντίσωμα (IgG1κ) που παράγεται σε κύτταρα ωοθηκών κινεζικού
κρικητού με τεχνολογία ανασυνδυασμένου DNA. 4. ΚΛΙΝΙΚΕΣ ΠΛΗΡΟΦΟΡΙΕΣ: 4.1 Θεραπευτικές ενδείξεις: Το YERVOY ενδείκνυται για τη θεραπεία του προχωρημένου (μη
χειρουργήσιμου ή μεταστατικού) μελανώματος σε ενηλίκους που έχουν λάβει προηγούμενη θεραπεία. 4.3 Αντενδείξεις: Υπερευαισθησία στη δραστική ουσία ή σε κάποιο από τα
έκδοχα. 4.4 Ειδικές προειδοποιήσεις και προφυλάξεις κατά τη χρήση: Το YERVOY σχετίζεται με φλεγμονώδεις ανεπιθύμητες αντιδράσεις που προκύπτουν από αυξημένη ή
εκτεταμένη δραστηριότητα του ανοσοποιητικού (ανεπιθύμητες αντιδράσεις που συνδέονται με το ανοσοποιητικό) και πιθανόν σχετίζονται με το μηχανισμό δράσης του. Ανεπιθύμητες
αντιδράσεις που συνδέονται με το ανοσοποιητικό που μπορεί να είναι σοβαρές ή απειλητικές για τη ζωή, είναι πιθανό να συμπεριλαμβάνουν γαστρεντερικές, ηπατικές, δερματικές,
νευρολογικές, ενδοκρινολογικές ή άλλων οργανικών συστημάτων. Ενώ οι περισσότερες ανεπιθύμητες αντιδράσεις που συνδέονται με το ανοσοποιητικό εμφανίστηκαν κατά την περίοδο
επαγωγής έχει επίσης αναφερθεί εκδήλωση μήνες μετά από την τελευταία δόση του YERVOY. Εκτός αν προσδιοριστεί διαφορετική αιτιολογία, η διάρροια, η αυξημένη συχνότητα
κενώσεων, το αίμα στα κόπρανα, οι αυξήσεις LFT, το έξανθημα και η ενδοκρινοπάθεια πρέπει να θεωρηθούν φλεγμονώδεις και να συνδέονται με το YERVOY. Η πρώιμη διάγνωση και η
κατάλληλη διαχείριση είναι απαραίτητες για την ελαχιστοποίηση απειλητικών για τη ζωή επιπλοκών. Συστηματική εισαγωγή υψηλών δόσεων κορτικοστεροειδών με ή χωρίς
επιππρόσθετη ανοσοκατασταλτική θεραπεία είναι πιθανό να απαιτηθεί για την αντιμετώπιση σοβαρών ανεπιθύμητων αντιδράσεων που συνδέονται με το ανοσοποιητικό. Ειδικές για το
YERVOY κατευθυντήριες γραμμές για την αντιμετώπιση ανεπιθύμητων αντιδράσεων που συνδέονται με το ανοσοποιητικό περιγράφονται παρακάτω. Γαστρεντερικές αντιδράσεις που
συνδέονται με το ανοσοποιητικό: Το YERVOY σχετίζεται με σοβαρές γαστρεντερικές αντιδράσεις που συνδέονται με το ανοσοποιητικό. Θανατηφόρα περιστατικά λόγω διάτρησης του
γαστρεντερικού σωλήνα έχουν αναφερθεί σε κλινικές δοκιμές (βλέπε παράγραφο 4.8). Σε ασθενείς που έλαβαν μονοθεραπεία με YERVOY 3 mg/kg σε μια μελέτη προχωρημένου (μη
χειρουργήσιμου ή μεταστατικού) μελανώματος Φάσης 3 (MDX01020, βλέπε παράγραφο 5.1) ο διάμεσος χρόνος έως την εκδήλωση σοβαρών ή θανατηφόρων (Βαθμού 35)
γαστρεντερικών αντιδράσεων που συνδέονται με το ανοσοποιητικό ήταν 8 εβδομάδες (εύρος 5 έως 13 εβδομάδες) από την αρχή της θεραπείας. Με κατευθυντήριες γραμμές για την
αντιμετώπιση σχετιζόμενες με το πρωτόκολλο, η υποχώρηση (ορίζεται ως βελτίωση σε ήπια [Βαθμού 1] ή λιγότερο ή στη σοβαρότητα κατά την έναρξη) εμφανίστηκε στις περισσότερες
περιπτώσεις (90%) σε διάμεσο χρόνο από την εκδήλωση έως την υποχώρηση 4 εβδομάδες (εύρος 0,6 έως 22 εβδομάδες). Οι ασθενείς πρέπει να παρακολουθούνται για γαστρεντερικά
σημεία και συμπτώματα που είναι πιθανό να υποδεικνύουν κολίτιδα σχετιζόμενη με το ανοσοποιητικό ή διάτρηση του γαστρεντερικού σωλήνα. Στην κλινική εικόνα είναι πιθανό να
συμπεριλαμβάνεται διάρροια, αυξημένη συχνότητα εντερικών κινήσεων, κοιλιακό άλγος ή αιματοχεσία, με ή χωρίς πυρετό. ∆ιάρροια ή κολίτιδα που εμφανίζεται μετά από την έναρξη
του YERVOY πρέπει να αξιολογείται έγκαιρα για τον αποκλεισμό λοιμώδους ή άλλης εναλλακτικής αιτιολογίας. Σε κλινικές δοκιμές, κολίτιδα σχετιζόμενη με το ανοσοποιητικό
συσχετίστηκε με στοιχεία φλεγμονής του βλεννογόνου, με ή χωρίς εξελκώσεις και λεμφοκυτταρική και ουδετεροφιλική διήθηση. Συστάσεις για την αντιμετώπιση της διάρροιας ή της
κολίτιδας βασίζονται στην βαρύτητα των συμπτωμάτων (σύμφωνα με την ταξινόμηση της βαθμολόγησης της βαρύτητας κατά NCICTCAE v3). Ασθενείς με ήπια έως μέτρια (Βαθμού 1 ή 2)
διάρροια (αύξηση έως 6 κενώσεις την ημέρα) ή πιθανολογούμενη ήπια έως μέτρια κολίτιδα (π.χ. κοιλιακό άλγος ή αίμα στα κόπρανα), είναι πιθανό να παραμείνουν στο YERVOY.
Συνιστάται συμπτωματική θεραπεία (π.χ. λοπεραμίδη, υποκατάσταση υγρών) και προσεκτική παρακολούθηση. Εάν τα ήπια έως μέτρια συμπτώματα υποτροπιάσουν ή επιμείνουν για
57 ημέρες, η προγραμματισμένη δόση του YERVOY θα πρέπει να παραλείπεται και θα πρέπει να ξεκινήσει θεραπεία με κορτικοστεροειδή (π.χ. πρεδνιζόνη 1 mg/kg από το στόμα άπαξ
ημερησίως ή ισοδύναμο). Εάν παρουσιαστεί υποχώρηση σε Βαθμό 01 ή επιστροφή στην έναρξη, το YERVOY μπορεί να ξαναρχίσει στην επόμενη προγραμματισμένη δόση. ∆όσεις που
παραλείπονται λόγω ανεπιθύμητων αντιδράσεων δεν πρέπει να υποκαθίστανται (βλέπε παράγραφο 4.2). Το YERVOY πρέπει να διακόπτεται οριστικά σε ασθενείς με σοβαρή (Βαθμού 3
ή 4) διάρροια ή κολίτιδα (βλέπε παράγραφο 4.2),και πρέπει να ξεκινήσει αμέσως υψηλής δόσης ενδοφλέβια θεραπεία με κορτικοστεροειδή. (Σε κλινικές δοκιμές έχει χρησιμοποιηθεί
μεθυλπρεδνιζολόνη 2 mg/kg/ημέρα). Όταν ελέγχεται η διάρροια και άλλα συμπτώματα, η έναρξη βαθμιαίας μείωσης και διακοπής των κορτικοστεροειδών πρέπει να βασίζεται σε
κλινική απόφαση. Σε κλινικές δοκιμές, η ταχεία βαθμιαία μείωση και διακοπή (σε διαστήματα < 1 μήνα) οδήγησε στην υποτροπή της διάρροιας ή της κολίτιδας σε ορισμένους ασθενείς.
Οι ασθενείς πρέπει να αξιολογούνται για στοιχεία διάτρησης του γαστρεντερικού σωλήνα ή περιτονίτιδας. Η εμπειρία από κλινικές δοκιμές σχετικά με την αντιμετώπιση διάρροιας
ανθεκτικής σε κορτικοστεροειδή ή κολίτιδας είναι περιορισμένη. Ωστόσο, είναι δυνατόν να ληφθεί υπόψη η προσθήκη ενός εναλλακτικού ανοσοκατασταλτικού παράγοντα στο σχήμα με
κορτικοστεροειδή. Σε κλινικές δοκιμές, προστέθηκε εφάπαξ δόση inﬂiximab 5 mg/kg, εκτός εάν ήταν αντένδειξη. ∆εν πρέπει να χρησιμοποιείται inﬂiximab εάν πιθανολογείται διάτρηση
του γαστρεντερικού σωλήνα ή σηψαιμία (βλέπε την Περίληψη Χαρακτηριστικών του Προϊόντος για το inﬂiximab). Ηπατοτοξικότητα που συνδέεται με το ανοσοποιητικό: Το YERVOY
σχετίζεται με σοβαρή ηπατοτοξικότητα σχετιζόμενη με το ανοσοποιητικό. Θανατηφόρος ηπατική ανεπάρκεια έχει αναφερθεί σε κλινικές δοκιμές (βλέπε παράγραφο 4.8). Σε ασθενείς
που έλαβαν μονοθεραπεία με YERVOY 3 mg/kg στην MDX01020, ο χρόνος έως την εκδήλωση μέτριας έως σοβαρής ή θανατηφόρου (Βαθμού 25) ηπατοτοξικότητας που συνδέεται με το
ανοσοποιητικό κυμάνθηκε από 3 έως 9 εβδομάδες από την έναρξη της θεραπείας. Με κατευθυντήριες γραμμές για την αντιμετώπιση σχετιζόμενες με το πρωτόκολλο, ο χρόνος έως την
υποχώρηση κυμάνθηκε από 0,7 έως 2 εβδομάδες. Οι ηπατικές τρανσαμινάσες και η χολερυθρίνη πρέπει να αξιολογούνται πριν από κάθε δόση του YERVOY, καθώς πρόωρες
εργαστηριακές μεταβολές μπορεί να υποδεικνύουν ανακύπτουσα ηπατίτιδα σχετιζόμενη με το ανοσοποιητικό (βλέπε παράγραφο 4.2). Αυξήσεις σε LFT είναι πιθανό να αναπτυχθούν
απουσία κλινικών συμπτωμάτων. Πρέπει να αξιολογούνται αυξήσεις της AST και της ALT ή της ολικής χολερυθρίνης προς αποκλεισμό λοιπών αιτίων κάκωσης του ήπατος,
συμπεριλαμβανομένων λοιμώξεων, εξέλιξης της νόσου ή φαρμακευτικών προϊόντων και να παρακολουθούνται έως την υποχώρησή τους. Βιοψίες ήπατος από ασθενείς που είχαν
ηπατοτοξικότητα σχετιζόμενη με το ανοσοποιητικό, κατέδειξαν στοιχεία οξείας φλεγμονής (ουδετερόφιλα, λεμφοκύτταρα και μακροφάγα). Για ασθενείς με αυξημένη AST ή ALT στο
εύρος των > 5-≤ 8 x ULN ή ολική χολερυθρίνη στο εύρος των > 3-≤ 5 x ULN που πιθανολογείται ότι σχετίζεται με το YERVOY, πρέπει να παραλείπεται η προγραμματισμένη δόση του
YERVOY και πρέπει να παρακολουθούνται οι LFT έως την υποχώρηση. Όταν βελτιωθούν τα επίπεδα LFT (AST και ALT ≤ 5 x ULN και ολική χολερυθρίνη ≤ 3 x ULN), το YERVOY μπορεί να
ξαναρχίσει στην επόμενη προγραμματισμένη δόση. ∆όσεις που παραλείπονται λόγω ανεπιθύμητων αντιδράσεων, δεν πρέπει να υποκαθίστανται (βλέπε παράγραφο 4.2). Για ασθενείς με
αυξήσεις της AST ή της ALT > 8 x ULN που πιθανολογείται ότι σχετίζονται με το YERVOY, η θεραπεία πρέπει να διακόπτεται οριστικά (βλέπε παράγραφο 4.2) και πρέπει να ξεκινήσει
αμέσως συστηματική ενδοφλέβια θεραπεία με κορτικοστεροειδή υψηλής δόσης (π.χ. μεθυλπρεδνιζολόνη 2 mg/kg ημερησίως ή ισοδύναμο). Σε αυτούς τους ασθενείς, πρέπει να
παρακολουθούνται οι LFT έως την ομαλοποίηση. Όταν υποχωρούν τα συμπτώματα και ομαλοποιηθούν οι αυξήσεις των LFT, η έναρξη βαθμιαίας μείωσης και διακοπής των
κορτικοστεροειδών πρέπει να βασίζεται στην κλινική απόφαση. Η βαθμιαία μείωση και διακοπή πρέπει να γίνεται μέσα σε διάστημα τουλάχιστον 1 μήνα. Αυξήσεις των LFTs κατά τη
βαθμιαία μείωση και διακοπή είναι δυνατόν να αντιμετωπιστούν με αύξηση της δόσης του κορτικοστεροειδούς και βραδύτερη βαθμιαία μείωση και διακοπή. Για ασθενείς με σημαντικές
αυξήσεις των LFT που είναι ανθεκτικοί σε θεραπεία με κορτικοστεροειδή, είναι δυνατόν να εξεταστεί η προσθήκη ενός εναλλακτικού ανοσοκατασταλτικού παράγοντα στο σχήμα με
κορτικοστεροειδή. Σε κλινικές δοκιμές, χρησιμοποιήθηκε μυκοφαινολική μοφετίλη σε ασθενείς χωρίς ανταπόκριση σε θεραπεία με κορτικοστεροειδή ή που παρουσίασαν αύξηση του
LFT κατά την βαθμιαία μείωση και διακοπή κορτικοστεροειδών που δεν ανταποκρινόταν σε αύξηση της δόσης των κορτικοστεροειδών (βλέπε την Περίληψη Χαρακτηριστικών του
Προϊόντος για τη μυκοφαινολική μοφετίλη). ∆ερματικές ανεπιθύμητες αντιδράσεις που συνδέονται με το ανοσοποιητικό: Το YERVOY σχετίζεται με σοβαρές δερματικές ανεπιθύμητες
αντιδράσεις που μπορεί να συνδέονται με το ανοσοποιητικό. Θανατηφόρος τοξική επιδερμική νεκρόλυση έχει αναφερθεί σε κλινικές δοκιμές (βλέπε παράγραφο 4.8). Εξάνθημα και
κνησμός επαγόμενα από YERVOY ήταν κυρίως ήπια ή μέτρια (Βαθμού 1 ή 2) και ανταποκρίνονταν σε συμπτωματική θεραπεία. Σε ασθενείς που έλαβαν μονοθεραπεία με YERVOY 3 mg/
kg στην MDX01020, ο διάμεσος χρόνος έως την εκδήλωση μέτριων έως σοβαρών ή θανατηφόρων (Βαθμού 25) δερματικών ανεπιθύμητων αντιδράσεων ήταν 3 εβδομάδες (εύρος
0,9 έως 16 εβδομάδες) από την έναρξη της θεραπείας. Με ειδικές για το πρωτόκολλο κατευθυντήριες γραμμές για την αντιμετώπιση, παρουσιάστηκε υποχώρηση στις περισσότερες
περιπτώσεις (87%), σε διάμεσο χρόνο από την εκδήλωση έως την υποχώρηση 5 εβδομάδες (εύρος 0,6 έως 29 εβδομάδες). Εξάνθημα και κνησμός επαγόμενα από YERVOY πρέπει να
αντιμετωπίζεται με βάση τη σοβαρότητα. Ασθενείς με μια ήπια έως μέτρια (Βαθμού 1 έως 2) δερματική ανεπιθύμητη αντίδραση μπορούν να παραμείνουν σε θεραπεία με YERVOY με
συμπτωματική θεραπεία (π.χ. αντισταμινικά). Για ήπιο έως μέτριο εξάνθημα ή κνησμό που εμμένει για 1 έως 2 εβδομάδες και δεν βελτιώνεται με τοπικά κορτικοστεροειδή, πρέπει να
ξεκινήσει η από του στόματος θεραπεία με κορτικοστεροειδή (π.χ. πρεδνιζόνη 1 mg/kg άπαξ ημερησίως ή ισοδύναμο). Για ασθενείς με μια σοβαρή (βαθμού 3) δερματική ανεπιθύμητη
αντίδραση, η προγραμματισμένη δόση του YERVOY θα πρέπει να παραλειφθεί. Εάν βελτιωθούν τα αρχικά συμπτώματα σε ήπια (Βαθμού 1) ή υποχωρήσουν, η θεραπεία με YERVOY μπορεί
να συνεχιστεί και πάλι στην επόμενη προγραμματισμένη δόση. ∆όσεις που παραλείπονται λόγω μιας ανεπιθύμητης αντίδρασης, δεν πρέπει να υποκαθίστανται (βλέπε παράγραφο 4.2).
Το YERVOY πρέπει να διακόπτεται οριστικά σε ασθενείς με ένα πολύ σοβαρό (Βαθμού 4) εξάνθημα ή σοβαρό (Βαθμού 3) κνησμό (βλέπε παράγραφο 4.2) και θα πρέπει να ξεκινήσει
αμέσως συστηματική ενδοφλέβια θεραπεία με υψηλές δόσεις κορτικοστεροειδών (π.χ. μεθυλπρεδνιζολόνη 2 mg/kg/ημέρα). Όταν ελεγχθεί το εξάνθημα ή ο κνησμός, η έναρξη της
βαθμιαίας μείωσης και διακοπής των κορτικοστεροειδών πρέπει να βασίζεται στην κλινική απόφαση. Η βαθμιαία μείωση και διακοπή πρέπει να γίνεται μέσα σε διάστημα τουλάχιστον
1 μήνα. Νευρολογικές ανεπιθύμητες αντιδράσεις που συνδέονται με το ανοσοποιητικό: Το YERVOY σχετίζεται με σοβαρές νευρολογικές ανεπιθύμητες αντιδράσεις που συνδέονται με το
ανοσοποιητικό. Θανατηφόρο σύνδρομο Guillain-Barré έχει αναφερθεί σε κλινικές δοκιμές (βλέπε παράγραφο 4.8). Έχουν επίσης αναφερθεί συμπτώματα ομοιάζοντα με μυασθένεια
gravis. Οι ασθενείς μπορεί να παρουσιάσουν μυϊκή αδυναμία. Μπορεί ακόμη να παρουσιαστεί αισθητική νευροπάθεια. Ανεξήγητη κινητική νευροπάθεια, μυϊκή αδυναμία ή αισθητική
νευροπάθεια που διαρκεί > 4 ημέρες πρέπει να αξιολογείται και θα πρέπει να αποκλειστούν μη φλεγμονώδη αίτια, όπως εξέλιξη της νόσου, λοιμώξεις, μεταβολικά σύνδρομα και
φαρμακευτικά προϊόντα. Για ασθενείς με μέτρια (Βαθμού 2) νευροπάθεια (κινητική με ή χωρίς αισθητική) που πιθανόν σχετίζεται με το YERVOY, θα πρέπει να παραλείπεται η
προγραμματισμένη δόση. Εάν τα νευρολογικά συμπτώματα υποχωρήσουν στην έναρξη, ο ασθενής μπορεί να ξαναρχίσει το YERVOY στην επόμενη προγραμματισμένη δόση. ∆όσεις που
παραλείπονται λόγω μιας ανεπιθύμητης αντίδρασης δεν πρέπει να υποκαθίστανται (βλέπε παράγραφο 4.2). Το YERVOY πρέπει να διακόπτεται οριστικά σε ασθενείς με σοβαρή (Βαθμού 3
ή 4) αισθητική νευροπάθεια που πιθανολογείται ότι συνδέεται με το YERVOY (βλέπε παράγραφο 4.2). Οι ασθενείς πρέπει να αντιμετωπίζονται σύμφωνα με τις κατευθυντήριες γραμμές
του ιδρύματος για την διαχείρηση αισθητικής νευθροπάθειας και πρέπει να ξεκινήσουν αμέσως ενδοφλέβια θεραπεία με κορτικοστεροειδή (π.χ. μεθυλπρεδνιζολόνη 2 mg/kg/ημέρα).
Προοδευτικά σημάδια κινητικής νευροπάθειας θα πρέπει να θεωρείται ότι σχετίζονται με το ανοσοποιητικό και να αντιμετωπίζονται ανάλογα. Το YERVOY πρέπει να διακόπτεται οριστικά
σε ασθενείς με σοβαρή (Βαθμού 3 ή 4) κινητική νευροπάθεια ανεξαρτήτως αιτιολογίας (βλέπε παράγραφο 4.2). Ενδοκρινοπάθεια που συνδέεται με το ανοσοποιητικό: Το YERVOY μπορεί
να προκαλέσει φλεγμονή των οργάνων του ενδοκρινικού συστήματος, συγκεκριμένα υποφυσίτιδα, υποϋποφυσισμό, επινεφριδιακή ανεπάρκεια και υποθυρεοειδισμό και οι ασθενείς
μπορεί να παρουσιάσουν μη ειδικά συμπτώματα, τα οποία μπορεί να μοιάζουν με άλλα αίτια, όπως μετάσταση στον εγκέφαλο ή υποκείμενη νόσο. Στη συχνότερη κλινική εικόνα
συμπεριλαμβάνεται η κεφαλαλγία και η κόπωση. Στα συμπτώματα μπορεί να συμπεριλαμβάνονται ελλείμματα του οπτικού πεδίου, αλλαγές της συμπεριφοράς, διαταραχές των
ηλεκτρολυτών και υπόταση. Επινεφριδιακή κρίση ως αίτιο των συμπτωμάτων του ασθενούς πρέπει να αποκλείεται. Η κλινική εμπειρία με ενδοκρινοπάθεια σχετιζόμενη με το YERVOY
είναι περιορισμένη. Για ασθενείς που έλαβαν μονοθεραπεία με YERVOY 3 mg/kg στην MDX01020, ο χρόνος έως την εκδήλωση μέτριας έως πολύ σοβαρής (Βαθμού 24) ενδοκρινοπάθειας
σχετιζόμενης με το ανοσοποιητικό κυμάνθηκε από 7 έως περίπου 20 εβδομάδες από την έναρξη της θεραπείας. Ενδοκρινοπάθεια που συνδέεται με το ανοσοποιητικό που παρατηρήθηκε
σε κλινικές δοκιμές, ήταν γενικώς ελεγχόμενη με ανοσοκατασταλτική θεραπεία και θεραπεία υποκατάστασης ορμονών. Εάν υπάρχουν οποιαδήποτε σημεία επινεφριδιακής κρίσης, όπως
σοβαρή αφυδάτωση, υπόταση ή καταπληξία, συνιστάται άμεση χορήγηση ενδοφλέβιων κορτικοστεροειδών με αλατοκορτικοειδική δράση και ο ασθενής θα πρέπει να αξιολογηθεί για
την παρουσία σηψαιμίας ή λοιμώξεων. Εάν υπάρχουν σημεία επινεφριδιακής ανεπάρκειας, αλλά ο ασθενής δεν βρίσκεται σε επινεφριδιακή κρίση, πρέπει να εξεταστούν περαιτέρω
παρακλινικές εξετάσεις στις οποίες συμπεριλαμβάνεται η αξιολόγηση εργαστηριακών και απεικονιστικών ελέγχων. Η αξιολόγηση των αποτελεσμάτων των εργαστηριακών ελέγχων για
την έλεγχο της ενδοκρινούς λειτουργίας πρέπει να πραγματοποιείται πριν από την έναρξη θεραπείας με κορτικοστεροειδή. Εάν οι απεικονιστικοί έλεγχοι της υπόφυσης ή εργαστηριακοί
έλεγχοι της ενδοκρινούς λειτουργίας είναι μη φυσιολογικοί, συνιστάται βραχύ σχήμα θεραπείας με υψηλές δόσεις κορτικοστεροειδών (π.χ. δεξαμεθαζόνη 4 mg ανά 6 ώρες ή ισοδύναμο)
ώστε να αντιμετωπιστεί η φλεγμονή του προσβεβλημένου αδένα και η προγραμματισμένη δόση του YERVOY θα πρέπει να παραλειφθεί (βλέπε παράγραφο 4.2). Αυτή τη στιγμή είναι
άγνωστο εάν η θεραπεία με κορτικοστεροειδή αναστρέφει την αδενική δυσλειτουργία. Θα πρέπει επίσης να ξεκινήσει κατάλληλη υποκατάσταση ορμονών. Είναι πιθανό να είναι
απαραίτητη μακροχρόνια θεραπεία με υποκατάσταση ορμονών. Όταν τεθούν υπό έλεγχο τα συμπτώματα ή οι μη φυσιολογικές εργαστηριακές τιμές και είναι εμφανής η βελτίωση του
ασθενούς συνολικά, μπορεί να συνεχιστεί η θεραπεία με YERVOY και η έναρξη της βαθμιαίας μείωσης και διακοπής των κορτικοστεροειδών πρέπει να βασίζεται στην κλινική απόφαση.
Η βαθμιαία μείωση και διακοπή πρέπει να γίνεται μέσα σε διάστημα τουλάχιστον 1 μήνα. Άλλες ανεπιθύμητες αντιδράσεις που συνδέονται με το ανοσοποιητικό: Οι παρακάτω
ανεπιθύμητες αντιδράσεις που πιθανολογείται ότι συνδέονται με το ανοσοποιητικό, έχουν αναφερθεί σε ασθενείς που έλαβαν μονοθεραπεία με YERVOY 3 mg/kg στην MDX01020:
ραγοειδίτιδα, ηωσινοφιλία, αύξηση λιπάσης και σπειραματονεφρίτιδα. Επιπροσθέτως, ιρίτιδα, αιμολυτική αναιμία, αυξήσεις αμυλάσης, πολυοργανική ανεπάρκεια και πνευμονίτιδα
έχουν αναφερθεί σε ασθενείς που έλαβαν πεπτιδικό εμβόλιο με YERVOY 3 mg/kg + gp100 στην MDX01020 (βλέπε παράγραφο 4.8). Αν οι αντιδράσεις είναι σοβαρές (Βαθμού 3 ή 4) είναι
πιθανό να απαιτηθεί άμεσα θεραπεία με υψηλές δόσεις κορτικοστεροειδών και διακοπή του YERVOY (βλέπε παράγραφο 4.2). Για ραγοειδίτιδα, ιρίτιδα ή επισκληρίτιδα που συνδέεται με
το YERVOY, θα πρέπει να εξετάζεται η χρήση τοπικών κορτικοστεροειδών στη μορφή των οφθαλμικών σταγόνων όπως ενδείκνυται ιατρικά. Ειδικοί πλυθησμοί: Aσθενείς με οφθαλμικό
μελάνωμα, πρωτοπαθές μελάνωμα του ΚΝΣ και ενεργές μεταστάσεις του εγκεφάλου δεν συμπεριελήφθησαν στην πιλοτική κλινική δοκιμή (βλέπε παράγραφο 5.1). Αντίδραση στην
έγχυση: Υπήρχαν μεμονωμένες αναφορές σοβαρών αντιδράσεων στην έγχυση σε κλινικές δοκιμές. Σε περίπτωση σοβαρής αντίδρασης στην έγχυση, η έγχυση YERVOY πρέπει να
διακόπτεται και να χορηγείται κατάλληλη ιατρική θεραπεία. Ασθενείς με ήπια ή μέτρια αντίδραση στην έγχυση, μπορούν να λάβουν YERVOY με προσεκτική παρακολούθηση. Μπορεί να
ληφθεί υπόψη η προφαρμακευτική αγωγή με αντιπυρετικό και αντισταμινικό. Ασθενείς με αυτοάνοση νόσο: Ασθενείς με ιστορικό αυτοάνοσης νόσου (εκτός από λεύκη και επαρκώς
ελεγχόμενη ανεπάρκεια ενδοκρίνης, όπως υποθυρεοειδισμός), συμπεριλαμβανομένων αυτών για τους οποίους απαιτείται συστηματική ανοσοκατασταλτική θεραπεία για προϋπάρχουσα
ενεργό αυτοάνοση νόσο ή για διατήρηση μοσχεύματος μετά από μεταμόσχευση οργάνου, δεν αξιολογήθηκαν σε κλινικές δοκιμές. Το ipilimumab είναι ενισχυτής των Τκυττάρων που
καθιστά δυνατή την ανοσολογική ανταπόκριση (βλέπε παράγραφο 5.1) και είναι πιθανό να παρέμβει στην ανοσοκατασταλτική θεραπεία, γεγονός που οδηγεί σε παροξυσμό της
υποκείμενης νόσου ή αυξημένο κίνδυνο απόρριψης του μοσχεύματος. Το YERVOY πρέπει να αποφεύγεται σε ασθενείς με σοβαρή ενεργό αυτοάνοση νόσο, σε περιπτώσεις στις οποίες
περαιτέρω ενεργοποίηση του ανοσοποιητικού είναι ενδεχομένως άμεσα απειλητική για τη ζωή και χρησιμοποιείται με προσοχή σε άλλους ασθενείς με ιστορικό αυτοάνοσης νόσου, μετά
από προσεκτική εξέταση του ενδεχόμενου κινδύνου-οφέλους σε ατομική βάση. Ασθενείς που ακολουθούν δίαιτα με ελεγχόμενη περιεκτικότητα σε νάτριο. Κάθε ml αυτού του
φαρμακευτικού προϊόντος περιέχει 0,1 mmol (ή 2,30 mg) νατρίου. Θα πρέπει να λαμβάνεται υπόψη κατά την θεραπεία ασθενών που ακολουθούν δίαιτα με ελεγχόμενη περιεκτικότητα
σε νάτριο. 4.8 Ανεπιθύμητες ενέργειες: Περίληψη του προφίλ ασφάλειας: Το YERVOY έχει χορηγηθεί σε > 3.000 ασθενείς σε ένα κλινικό πρόγραμμα το οποίο αξιολόγησε τη
χρήση του με διάφορες δόσεις και τύπους όγκων. Εκτός εάν ορίζεται διαφορετικά, τα δεδομένα παρακάτω αποτυπώνουν την έκθεση σε YERVOY στα 3 mg/kg σε κλινικές δοκιμές
μελανώματος. Στη μελέτη Φάσης 3 MDX01020, (βλέπε παράγραφο 5.1), οι ασθενείς έλαβαν ένα διάμεσο 4 δόσεων (εύρος 14). Το YERVOY σχετίζεται πολύ συχνά με ανεπιθύμητες
ενέργειες που προκύπτουν από αυξημένη ή εντεταμένη δράση του ανοσοποιητικού. Οι περισσότερες από αυτές, στις οποίες συμπεριλαμβάνονται σοβαρές αντιδράσεις, υποχώρησαν
μετά από την έναρξη κατάλληλης ιατρικής θεραπείας ή τη διακοπή του YERVOY (βλέπε παράγραφο 4.4 για την αντιμετώπιση ανεπιθύμητων αντιδράσεων που συνδέονται με το
ανοσοποιητικό). Σε ασθενείς που έλαβαν μονοθεραπεία με YERVOY 3 mg/kg στην MDX01020, οι ανεπιθύμητες ενέργειες που αναφέρθηκαν συχνότερα (≥ 10% των ασθενών), ήταν
διάρροια, εξάνθημα, κνησμός, κόπωση, ναυτία, έμετος, μειωμένη όρεξη και κοιλιακό άλγος. Στην πλειονότητά τους ήταν ήπιες έως μέτριες (Βαθμού 1 ή 2). Η θεραπεία με YERVOY
διακόπηκε λόγω ανεπιθύμητων ενεργειών στο 10% των ασθενών. Κατάλογος ανεπιθύμητων ενεργειών σε πίνακα: Ανεπιθύμητες ενέργειες που αναφέρθηκαν σε ασθενείς με
προχωρημένο μελάνωμα, οι οποίοι έλαβαν YERVOY 3 mg/kg σε κλινικές δοκιμές (n = 767), παρουσιάζονται στον Πίνακα 2. Αυτές οι αντιδράσεις παρουσιάζονται ανά κατηγορία
συστήματος οργάνων σύμφωνα με την συχνότητα. Η συχνότητα ορίζεται ως εξής: πολύ συχνές (≥ 1/10), συχνές (≥ 1/100 έως < 1/10), όχι συχνές (≥ 1/1.000 έως < 1/100), σπάνιες
(≥ 1/10.000 έως < 1/1.000), πολύ σπάνιες (< 1/10.000). Εντός κάθε κατηγορίας συχνότητας εμφάνισης, οι ανεπιθύμητες ενέργειες εμφανίζονται κατά φθίνουσα σειρά σοβαρότητας.
Τα ποσοστά ανεπιθύμητων αντιδράσεων που συνδέονται με το ανοσοποιητικό σε HLAA2*0201 θετικούς ασθενείς οι οποίοι έλαβαν YERVOY στην MDX01020, ήταν παρόμοια με εκείνα που
παρατηρήθηκαν στο κλινικό πρόγραμμα συνολικά.

Πίνακας 2: Ανεπιθύμητες ενέργειες σε ασθενείς με προχωρημένο μελάνωμα που έλαβαν YERVOY 3 mg/kg (n = 767)α
Λοιμώξεις και παρασιτώσεις
Όχι συχνές
σηψαιμίαβ, σηπτική καταπληξίαβ, μηνιγγίτιδα, γαστρεντερίτιδα, εκκολπωματίτιδα, ουρολοίμωξη, λοίμωξη του ανώτερου
αναπνευστικού συστήματος, λοίμωξη του κατώτερου αναπνευστικού συστήματος
Νεοπλάσματα καλοήθη, κακοήθη και μη καθορισμένα (περιλαμβάνονται κύστεις και πολύποδες)
Συχνές
πόνος από όγκο
Όχι συχνές
παρανεοπλασματικό σύνδρομο
∆ιαταραχές του αιμοποιητικού και του λεμφικού συστήματος
Συχνές
αναιμία, λεμφοπενία
Όχι συχνές
αιμολυτική αναιμίαβ, θρομβοπενία, ηωσινοφιλία, ουδετεροπενία
∆ιαταραχές του ανοσοποιητικού συστήματος
Όχι συχνές
υπερευαισθησία
∆ιαταραχές του ενδοκρινικού συστήματος
Συχνές
υποϋποφυσισμός (συμπεριλαμβάνεται η υποφυσίτιδα)γ, υποθυρεοειδισμόςγ
Όχι συχνές
επινεφριδιακή ανεπάρκειαγ, υπερθυρεοειδισμόςγ, υπογοναδισμός
∆ιαταραχές του μεταβολισμού και της θρέψης
Πολύ συχνές
μειωμένη όρεξη
Συχνές
αφυδάτωση, υποκαλιαιμία
Όχι συχνές
υπονατριαιμία, αλκάλωση, υποφωσφοραιμία, σύνδρομο λύσης όγκου
Ψυχιατρικές διαταραχές
Συχνές
συγχυτική κατάσταση
Όχι συχνές
μεταβολές της νοητικής κατάστασης, κατάθλιψη, μειωμένη γενετήσια ορμή
∆ιαταραχές του νευρικού συστήματος
Συχνές
περιφερική αισθητική νευροπάθεια, ζάλη, κεφαλαλγία, λήθαργος
Όχι συχνές
σύνδρομο Guillain-Barréβ,γ, συγκοπή, κρανιακή νευροπάθεια, εγκεφαλικό οίδημα, περιφερική νευροπάθεια, αταξία, τρόμος,
μυόκλωνος, δυσαρθρία
Οφθαλμικές διαταραχές
Συχνές
θαμπή όραση, πόνος του οφθαλμού
Όχι συχνές
ραγοειδίτιδαγ, αιμορραγία του υαλοειδούς σώματος, ιρίτιδαγ, μειωμένη οπτική οξύτητα, αίσθημα ξένου σώματος στους
οφθαλμούς, επιπεφυκίτιδα
Καρδιακές διαταραχές
Όχι συχνές
αρρυθμία, κολπική μαρμαρυγή
Αγγειακές διαταραχές
Συχνές
υπόταση, έξαψη
Όχι συχνές
αγγειίτιδα, αγγειοπάθειαβ, περιφερική ισχαιμία, ορθοστατική υπόταση
∆ιαταραχές του αναπνευστικού συστήματος, του θώρακα και του μεσοθωρακίου
Συχνές
δύσπνοια, βήχας
Όχι συχνές
αναπνευστική ανεπάρκεια, σύνδρομο οξείας αναπνευστικής δυσχέρειαςβ, διήθηση πνεύμονα, πνευμονικό οίδημα, πνευμονίτιδα,
αλλεργική ρινίτιδα
∆ιαταραχές του γαστρεντερικού
Πολύ συχνές
διάρροιαγ, έμετος, ναυτία
Συχνές
γαστρεντερική αιμορραγία, κολίτιδαβ,γ, δυσκοιλιότητα, γαστροοισοφαγική παλινδρόμηση, κοιλιακό άλγος
Όχι συχνές
διάτρηση του γαστρεντερικού σωλήναβ,γ, διάτρηση του παχέος εντέρουβ,γ, διάτρηση του εντέρουβ,γ, περιτονίτιδαβ, παγκρεατίτιδα,
εντεροκολίτιδα, γαστρικό έλκος, έλκος του παχέος εντέρου, οισοφαγίτιδα, ειλεόςδ
∆ιαταραχές του ήπατος και των χοληφόρων
Συχνές
μη φυσιολογική ηπατική λειτουργία
Όχι συχνές
ηπατική ανεπάρκειαβ,γ, ηπατίτιδα, ηπατομεγαλία, ίκτερος
∆ιαταραχές του δέρματος και του υποδόριου ιστού
Πολύ συχνές
εξάνθημαγ, κνησμόςγ
Συχνές
δερματίτιδα, ερύθημα, λεύκη, κνίδωση, αλωπεκία, νυκτερινοί ιδρώτες, ξηροδερμία
Όχι συχνές
τοξική επιδερμική νεκρόλυσηβ,γ, λευκοκυτταροκλαστική αγγειίτιδα, αποφολίδωση δέρματος
∆ιαταραχές του μυοσκελετικού συστήματος και του συνδετικού ιστού
Συχνές
αρθραλγία, μυαλγία, μυοσκελετικός πόνος, μυϊκοί σπασμοί
Όχι συχνές
ρευματική πολυμυαλγία, αρθρίτιδα
∆ιαταραχές των νεφρών και των ουροφόρων οδών
Όχι συχνές
νεφρική ανεπάρκειαβ, σπειραματονεφρίτιδαγ, νεφρική σωληναριακή οξέωση
∆ιαταραχές του αναπαραγωγικού συστήματος και του μαστού
Όχι συχνές
αμηνόρροια
Γενικές διαταραχές και καταστάσεις της οδού χορήγησης
Πολύ συχνές
κόπωση, αντίδραση της θέσης ένεσης, πυρεξία
Συχνές
ρίγη, εξασθένιση, οίδημα, άλγος
Όχι συχνές
πολυοργανική ανεπάρκειαβ,γ, σχετιζόμενη με την έγχυση αντίδραση
Παρακλινικές εξετάσεις
Συχνές
αυξημένη αμινοτρανσφεράση της αλανίνηςγ, αυξημένη ασπαρτική αμινοτρανσφεράσηγ, αυξημένη χολερυθρίνη αίματος, μειωμένο
σωματικό βάρος
Όχι συχνές
μη φυσιολογικές δοκιμασίες ηπατικής λειτουργίας, αυξημένη κρεατινίνη αίματος, αυξημένη θυρεοειδοτρόπος ορμόνη αίματος,
μειωμένη κορτιζόλη αίματος, μειωμένη κορτικοτροφίνη αίματος, αυξημένη λιπάσηγ, αυξημένη αμυλάση αίματοςγ, μειωμένη
τεστοστερόνη αίματος
α Οι συχνότητες βασίζονται σε συγκεντρωτικά στοιχεία από 9 κλινικές δοκιμές που εξέτασαν το ΥERVOY 3 mg/kg δόση σε μελάνωμα.
β Συμπεριλαμβάνεται η θανατηφόρος έκβαση.
γ Πρόσθετες πληροφορίες σχετικά με αυτές τις πιθανώς φλεγμονώδεις ανεπιθύμητες ενέργειες παρέχονται στην «Περιγραφή επιλεγμένων ανεπιθύμητων ενεργειών» και την παράγραφο 4.4. Τα
δεδομένα που παρουσιάζονται σε αυτές τις παραγράφους αποτυπώνουν κυρίως την εμπειρία από μια μελέτη Φάσης 3, την MDX01020.
δ Αναφέρονται σε πρόσφατες μελέτες εκτός των ολοκληρωμένων κλινικών δοκιμών στο μελάνωμα.

Πρόσθετες ανεπιθύμητες ενέργειες που δεν αναφέρονται στον Πίνακα 2 έχουν αναφερθεί σε ασθενείς που έλαβαν άλλες δόσεις (είτε < ή > 3 mg/kg) YERVOY σε κλινικές δοκιμές
μελανώματος. Αυτές οι πρόσθετες αντιδράσεις παρουσιάστηκαν όλες σε συχνότητα < 1%: μηνιγγισμός, μυοκαρδίτιδα, καρδιομυοπάθεια, αυτοάνοση ηπατίτιδα, πολύμορφο ερύθημα,
αυτοάνοση νεφρίτιδα, συμπτώματα ομοιάζοντα με μυασθένεια gravis, αυτοάνοση θυρεοειδίτιδα, υπερυποφυσισμός, δευτεροπαθής ανεπάρκεια του φλοιού των επινεφριδίων,
υποπαραθυρεοειδισμός, θυρεοειδίτιδα, επισκληρίτιδα, βλεφαρίτιδα, οίδημα του οφθαλμού, σκληρίτιδα, κροταφική αρτηρίτιδα, φαινόμενο Raynaud, πρωκτίτιδα, σύνδρομο
παλαμοπελματιαίας ερυθροδυσαισθησίας, ψωρίαση, αιματουρία, πρωτεϊνουρία, μειωμένη θυρεοειδοτρόπος ορμόνη αίματος, μειωμένη γοναδοτροφίνη αίματος, μειωμένη θυροξίνη,
λευκοπενία και πολυκυτταραιμία. Περιγραφή επιλεγμένων ανεπιθύμητων ενεργειών: Με εξαίρεση τις περιπτώσεις στις οποίες επισημαίνεται, τα δεδομένα για τις παρακάτω επιλεγμένες
ανεπιθύμητες ενέργειες βασίζονται σε ασθενείς που έλαβαν μονοθεραπεία με YERVOY 3 mg/kg (n = 131) ή YERVOY 3 mg/kg σε συνδυασμό με gp100 (n = 380) σε μια μελέτη Φάσης 3 του
προχωρημένου (μη χειρουργήσιμου ή μεταστατικού) μελανώματος (MDX01020, βλέπε παράγραφο 5.1). Οι κατευθυντήριες γραμμές για την αντιμετώπιση αυτών των ανεπιθύμητων
ενεργειών περιγράφονται στην παράγραφο 4.4. Γαστρεντερικές αντιδράσεις που συνδέονται με το ανοσοποιητικό. Το YERVOY σχετίζεται με σοβαρές γαστρεντερικές αντιδράσεις που
συνδέονται με το ανοσοποιητικό. Θανατηφόρα περιστατικά λόγω διάτρησης του γαστρεντερικού σωλήνα έχουν αναφερθεί σε < 1% των ασθενών που έλαβαν YERVOY 3 mg/kg σε
συνδυασμό με gp100. Στην ομάδα με μονοθεραπεία με YERVOY 3 mg/kg, αναφέρθηκε διάρροια και κολίτιδα οποιασδήποτε βαρύτητας στο 27% και το 8% αντίστοιχα. Η συχνότητα
σοβαρής (Βαθμού 3 ή 4) διάρροιας και σοβαρής (Βαθμού 3 ή 4) κολίτιδας ήταν 5% για το καθένα. Ο διάμεσος χρόνος έως την εκδήλωση σοβαρών ή θανατηφόρων (Βαθμού 3 έως 5)
γαστρεντερικών αντιδράσεων που συνδέονται με το ανοσοποιητικό ήταν 8 εβδομάδες (εύρος 5 έως 13 εβδομάδες) από την αρχή της θεραπείας. Με κατευθυντήριες γραμμές για την
αντιμετώπιση σχετιζόμενες με το πρωτόκολλο η υποχώρηση παρουσιάστηκε στις περισσότερες περιπτώσεις (90%), με διάμεσο χρόνο από την εκδήλωση έως την υποχώρηση (ορίζεται
ως βελτίωση σε ήπια [Βαθμού 1] ή λιγότερο ή στη σοβαρότητα κατά την έναρξη) 4 εβδομάδες (εύρος 0,6 έως 22 εβδομάδες). Σε κλινικές δοκιμές η κολίτιδα που συνδέεται με το
ανοσοποιητικό συσχετίστηκε με στοιχεία φλεγμονής του βλεννογόνου, με ή χωρίς εξελκώσεις και λεμφοκυτταρική και ουδετεροφιλική διήθηση. Ηπατοτοξικότητα που συνδέεται με το
ανοσοποιητικό. Το YERVOY σχετίζεται με σοβαρή ηπατοτοξικότητα που συνδέεται με το ανοσοποιητικό. Θανατηφόρος ηπατική ανεπάρκεια έχει αναφερθεί σε < 1% των ασθενών που
έλαβαν μονοθεραπεία με YERVOY 3 mg/kg. Αυξήσεις της AST και της ALT οποιασδήποτε βαρύτητας αναφέρθηκαν στο 1% και το 2% των ασθενών αντίστοιχα. ∆εν υπήρχαν αναφορές
σοβαρής (Βαθμού 3 ή 4) αύξησης της AST ή της ALT. Ο χρόνος έως την εκδήλωση μέτριας έως σοβαρής ή θανατηφόρου (Βαθμού 2 έως 5) ηπατοτοξικότητας που συνδέεται με το
ανοσοποιητικό κυμάνθηκε από 3 έως 9 εβδομάδες από την αρχή της θεραπείας. Με κατευθυντήριες γραμμές για την αντιμετώπιση σχετιζόμενες με το πρωτόκολλο, ο χρόνος έως την
υποχώρηση κυμάνθηκε από 0,7 έως 2 εβδομάδες. Σε κλινικές δοκιμές, βιοψίες ήπατος από ασθενείς που είχαν ηπατοτοξικότητα σχετιζόμενη με το ανοσοποιητικό, εμφάνισαν στοιχεία
οξείας φλεγμονής (ουδετερόφιλα, λεμφοκύτταρα και μακροφάγα). ∆ερματικές ανεπιθύμητες αντιδράσεις που συνδέονται με το ανοσοποιητικό. Το YERVOY σχετίζεται με σοβαρές
δερματικές ανεπιθύμητες αντιδράσεις που μπορεί να συνδέονται με το ανοσοποιητικό. Θανατηφόρος τοξική επιδερμική νεκρόλυση έχει αναφερθεί σε < 1% των ασθενών που έλαβαν
YERVOY σε συνδυασμό με gp100 (βλέπε παράγραφο 5.1). Στην ομάδα με μονοθεραπεία με YERVOY 3 mg/kg, αναφέρθηκε εξάνθημα και κνησμός διαφορετικής βαρύτητας, το καθένα
στο 27% των ασθενών. Εξάνθημα και κνησμός επαγόμενο από YERVOY ήταν κυρίως ήπια (Βαθμού 1) ή μέτρια (Βαθμού 2) και ανταποκρίνονταν σε συμπτωματική θεραπεία. Ο διάμεσος
χρόνος έως την εκδήλωση μέτριων έως σοβαρών ή θανατηφόρων (Βαθμού 2 έως 5) δερματικών ανεπιθύμητων αντιδράσεων ήταν 3 εβδομάδες από την αρχή της θεραπείας
(εύρος 0,9 έως 16 εβδομάδες). Με κατευθυντήριες γραμμές για την αντιμετώπιση σχετιζόμενες με το πρωτόκολλο, υποχώρηση παρουσιάστηκε στις περισσότερες περιπτώσεις (87%),
με διάμεσο χρόνο από την εκδήλωση έως την υποχώρηση 5 εβδομάδες (εύρος 0,6 έως 29 εβδομάδες). Νευρολογικές ανεπιθύμητες αντιδράσεις που συνδέονται με το ανοσοποιητικό. Το
YERVOY σχετίζεται με σοβαρές νευρολογικές αντιδράσεις που συνδέονται με το ανοσοποιητικό. Θανατηφόρο σύνδρομο Guillain-Barré έχει αναφερθεί σε < 1% των ασθενών που έλαβαν
YERVOY 3 mg/kg σε συνδυασμό με gp100. Συμπτώματα ομοιάζοντα με μυασθένεια gravis έχουν επίσης αναφερθεί σε < 1% των ασθενών που έλαβαν υψηλότερες δόσεις YERVOY σε
κλινικές δοκιμές. Ενδοκρινοπάθεια που συνδέονται με το ανοσοποιητικό. Στην ομάδα με μονοθεραπεία με YERVOY 3 mg/kg, υποϋποφυσισμός οποιασδήποτε βαρύτητας αναφέρθηκε
στο 4% των ασθενών. Επινεφριδιακή ανεπάρκεια, υπερθυρεοειδισμός και υποθυρεοειδισμός οποιασδήποτε βαρύτητας αναφέρθηκε το καθένα στο 2% των ασθενών. Η συχνότητα
σοβαρού (Βαθμού 3 ή 4) υποϋποφυσισμού αναφέρθηκε στο 3% των ασθενών. ∆εν υπήρχαν αναφορές σοβαρής ή πολύ σοβαρής (Βαθμού 3 ή 4) επινεφριδιακής ανεπάρκειας,
υπερθυρεοειδισμού ή υποθυρεοειδισμού. Ο χρόνος έως την εκδήλωση μέτριας έως πολύ σοβαρής (Βαθμού 2 έως 4) σχετιζόμενης με το ανοσοποιητικό ενδοκρινοπάθειας κυμάνθηκε
από 7 έως περίπου 20 εβδομάδες από την αρχή της θεραπείας. Ενδοκρινοπάθεια σχετιζόμενη με το ανοσοποιητικό που παρατηρήθηκε σε κλινικές δοκιμές, ήταν γενικώς ελεγχόμενη με
θεραπεία υποκατάστασης ορμονών. Άλλες ανεπιθύμητες αντιδράσεις που συνδέονται με το ανοσοποιητικό. Οι παρακάτω ανεπιθύμητες αντιδράσεις που πιθανολογείται ότι συνδέονται
με το ανοσοποιητικό, έχουν αναφερθεί σε < 2% των ασθενών που έλαβαν μονοθεραπεία με YERVOY 3 mg/kg: ραγοειδίτιδα, ηωσινοφιλία, αύξηση λιπάσης και σπειραματονεφρίτιδα.
Επιπροσθέτως, ιρίτιδα, αιμολυτική αναιμία, αυξήσεις αμυλάσης, πολυοργανική ανεπάρκεια και πνευμονίτιδα έχουν αναφερθεί σε ασθενείς που έλαβαν YERVOY 3 mg/kg σε συνδυασμό
με πεπτιδικό εμβόλιο gp100. YERVOY 5 mg/ml πυκνό διάλυμα για παρασκευή διαλύματος προς έγχυση – Συσκευασία: 1 Φιαλίδιο (γυάλινο) x 10 ml με ενδεικτική Νοσοκομειακή τιμή
3.887,16 €, και ενδεικτική Χονδρική τιμή τιμή 4.468,00 €. YERVOY 5 mg/ml πυκνό διάλυμα για παρασκευή διαλύματος προς έγχυση – Συσκευασία: 1 Φιαλίδιο (γυάλινο) x 40 ml με
ενδεικτική Νοσοκομειακή τιμή 15.548,65 €, και ενδεικτική Χονδρική τιμή τιμή 17.872,01 €.
Βοηθήστε να γίνουν όλα τα φάρμακα πιο ασφαλή: Συμπληρώστε την “ΚΙΤΡΙΝΗ ΚΑΡΤΑ”
Αναφέρατε: ΟΛΕΣ τις ανεπιθύμητες ενέργειες για τα ΝΕΑ ΦΑΡΜΑΚΑ Ν
Τις ΣΟΒΑΡΕΣ ανεπιθύμητες ενέργειες για τα ΓΝΩΣΤΑ ΦΑΡΜΑΚΑ
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Κ Α Ι Τ Ω ΡΑ Ε Γ Κ Ε Κ Ρ Ι Μ Ε Ν Ο
Το YERVOY™ (ipilimumab) ενδείκνυται για τη θεραπεία
του προχωρημένου (ανεγχείρητου ή μεταστατικού) μελανώματος
σε ενηλίκους που έχουν λάβει προηγούμενη θεραπεία.1
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ανοσοποιητικού
συσ τήματος
ƝǉǇǆǋƻƸǀǕǊƾǊƸǊƾǛ

παρατεταμένης

ε πιβίωσης
t:&370:ƥǇǈǘǊǆǛƼƺǁƼǁǈǀǃǑǄǆǛǇƸǈǐƺǆǄǊƸǛǇǆǋǇƸǈƸǊƼǓǄƼǀǉƾǃƸǄǊǀǁǐǊƾǉǋǄǆǂǀǁǒƼǇǀƹǓǏǉƾǉƼƸǉƿƼǄƼǓǛ
ǃƼǇǈǆǍǏǈƾǃǑǄǆǃƼǂǐǄǏǃƸ 2
t:&370:ƢǀƸǄǑƸƿƼǈƸǇƼǓƸƼǄǓǉǍǋǉƾǛǊǏǄƩǁǋǊǊǐǈǏǄǇǆǋƼǄƼǈƺǆǇǆǀƼǓǊǆƸǄǆǉǆǇǆǀƾǊǀǁǕǉǖǉǊƾǃƸǘǉǊƼ
ƸǋǊǕǄƸǁƸǊƸǉǊǈǑǌƼǀǊǆǋǛǁƸǈǁǀǄǀǁǆǖǛǕƺǁǆǋǛ1
Για σημαντικές πληροφορίες ασφάλειας,
ανατρέξτε στην Περίληψη Χαρακτηριστικών Προϊόντος του YERVOY™

πυκνό διάλυμα για παρασκευή
διαλύματος προς έγχυση

*Σε μια τυχαιοποιημένη, ελεγχόμενη δοκιμή φάσης 3.
1. Περίληψη Χαρακτηριστικών Προϊόντος του YERVOY™. 2. Hodi FS et al. N Engl J Med. 2010;363(8):711-723.
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