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10.00-10.20 RAZPRAVA 
10.20-10.50 SATELITNO PREDAVANJE 2 
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CMS subtypes – clinical and molecular correlates
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TRAEs in CRC (n=42), n (%) Grade 3–4 Grade 5

Rash maculo-papular 1 (2) 0

Lymphopenia 5 (12) 0

ALT increased 1 (2) 0

Lipase increased 1 (2) 0

Pneumonitis 0 1 (2)
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Stratification

• Extended RAS mutation status (�50% of patients in each arm)

• Time since diagnosis of first metastasis (<18 vs. �18 months)

Regorafenib 160 mg oral 21/7 days

(n=90)

Atezolizumab 840 mg iv q2w + 

cobimetinib 60 mg oral 21/7 days

(n=183)

Key patient inclusion criteria

• Unresectable locally

advanced or metastatic 

CRC

• �2 prior regimens of 

cytotoxic chemotherapy

• MSI-H capped at 5%
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(n=363)

Atezolizumab 1200 mg iv q3w

(n=90)
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Subgroup
�65 years
<65 years
White
Non-white
ECOG PS 0
ECOG PS 1
<18 mo since 1st met diagnosis
�18 mo since 1st met diagnosis
>3 prior tx in met setting
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Key patient inclusion 
criteria

• Histologically 
confirmed colon 
cancer (no rectal 
cancer)

• No distant metastases

• No signs of 
perforation or clinical 
bowel obstruction
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PRIMARY ENDPOINTS

• Safety/feasibility

SECONDARY ENDPOINTS

• Efficacy, association between response 
and TMB, IFN�, gene signatures, T-cell 
infiltration, TCR clonality

dMMR
(n=30)

MMR-P
(n=30)
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Finn RS, et al. Ann Oncol 2017;28(Suppl 5):Abstr LBA30
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ITT population Lenvatinib Sorafenib HR (95%CI)

mOS, months 

(95%CI)
13.6 (12.1, 14.9) 12.3 (10.4, 13.9) 0.92 (0.79, 1.06)

*A cluster analysis using expression levels of 36 genes involved in 
VEGF, FGF and angiopoietin signalling identified 3 groups: (1) VEGF 
enriched, (2) FGF enriched , (3) FGF/VEGF intermediate
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� Ramucirumab v drugem redu zdravljenja HCC ni izkazal izboljšanja 

OS. Opazen je bil u�inek na PFS, TTP in ORR.
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R
2:1

PD/
toxicity

Stratification
• Macrovascular invasion (yes vs. no)

• ECOG PS (0 vs. 1)
• Geographic region (Americas, Europe, 

Australia vs. Asia [except Japan] vs. 
Japan)

Ramucirumab 
8 mg/kg iv q2w + BSC 

(n=197)

Key patient inclusion criteria

• HCC with BCLC stage C or B, 

refractory or unamenable to 
locoregional therapy

• Prior sorafenib 

• Child-Pugh A

• Baseline AFP �400 ng/mL

• ECOG PS 0–1

(n=292)

PRIMARY ENDPOINT

• OS

SECONDARY ENDPOINTS

• PFS, TTP, ORR, safety

Placebo + BSC 
(n=95)

PD/
toxicity
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PFS

Ramucirumab (n=197) Placebo (n=95) p-value

ORR, n (%) 
[95%CI]
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No heterogeneity in
treatment effect observed
across both studies

A random effect frailty
model after adjusting for
study (as random effect)
produced a similar
treatment result
(HR 0.689; p=0.0002)
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O
S

, 
%

100

80

60

40

20

0
0

316
226

Ramucirumab
Placebo
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R
2:1

Loss of 
clinical 
benefit/
toxicity

Stratification
• Disease aetiology (HBV, HCV, other)

• Geographic region (Asia, other)
• Presence of extrahepatic spread and/or 

macrovascular invasion (EHS/MVI)

Cabozantinib 
60 mg/day

(n=470)

Key patient inclusion criteria

• Advanced HCC

• Child-Pugh score A

• Received prior sorafenib

• Progressed after �1 prior 
systemic treatment for HCC

• Received �2 prior systemic 
regimens for advanced HCC

• ECOG PS 0–1

(n=760)

PRIMARY ENDPOINT

• OS

SECONDARY ENDPOINTS

• PFS, ORR

Loss of 
clinical 
benefit/
toxicity

Placebo
(n=237)
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mOS,
months (95%CI)

No. of
deaths

Cabozantinib (n=470) 10.2 (9.1, 12.0) 317

Placebo (n=237) 8.0 (6.8, 9.4) 167

HR 0.76 (95%CI 0.63, 0.92); p=0.0049*
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0
0
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31
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7

33
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5

36

4
3

39

1
0

mPFS,
months (95%CI)

No. of
deaths

Cabozantinib (n=470) 5.2 (4.0, 5.5) 349

Placebo (n=237) 1.9 (1.9, 1.9) 205

P
ro

b
a
b
ili

ty
 o

f 
P

F
S

Time, months

1.0

0.8

0.6

0.4

0.2

0

0

470
237

3

266
70

6

131
21

9

80
13

12

39
5

24

3
1
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15
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10
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3
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HR 0.44 (95%CI 0.36, 0.52); p<0.0001

No. at risk No. at risk

OS and PFS
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<20 ng/mL

Baseline AFP category

�20 ng/mL <400 ng/mL �400 ng/mL

ITT patients, n

AFP-evaluable patients, n

139
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Best % change from baseline in sum of diameters AFP response
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HR 0.41 (95%CI 0.34, 0.49)

No. at risk
Cabozantinib 

Placebo

Time, months

TTP
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Cabozantinib (n=467) Placebo (n=237)

Median duration of exposure, months (range) 3.8 (0.1–37.3) 2.0 (0–27.2)

Median average daily dose, mg 35.8 58.9

Any dose reduction, % 62 13

Discontinuation due to TRAEs, % 16 3

Grade 3/4 AEs, % Cabozantinib (n=467) Placebo (n=237)

Any 68 36

Palmar-plantar erythrodysesthesia 17 0

Hypertension 16 2

AST increased 12 37

Fatigue 10 4

Diarrhoea 10 2

Asthenia 7 2

Decreased appetite 6 <1

Anaemia 4 5

-� !�#S �	( %�!�����!	@�,���

� ���
#����=�!
<
����	������"
���C
��#�<������# <��@����

�����;?�
��C
�%�
���
���
��
���	"
�	��
<�����;	�;�
�

����*	��#�"

� D�������
���*��
��#�<������#� ;	
#��
���	;	"�;��C
�����;�

��	=�����	
;	
#���
��<=�

� ��#�<������# ;	
��!=�
����
����;�
<�����;	�;�

����	�����	0�
���
��
���	"
�	��
<�����;	�;�

�+�,=��4	L�	��	��	�	%��� ��1�� 5>;<36J7�,��� :�92�+��� 5>8

Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

95(250)



��#������0���

Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

96(250)



��#������0���
��&�!#��$

%)�1����	>:>	2	�����,�+ ���	
����������	'%%
-� !�#S �

� �����,�+ 6	��B��	����	�	 �+�������� ��������	��� ;JF	
+�������	�� ��%���	;�;	7;EF	�4	0�	��	;F	�4	%�9

� ��
��	+���
��	=J<F

� �������	���.������	;E	����1��

� �����������	��������	���4��

� ������
����	�
�����	4
�	���	( ��������	���4���+	��	
�����,�+	���	���������� '%%	7%)�1����	:ED9

���������� �����������
������

Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

97(250)



��#������0���
0��$��!�-#��$

��#������0���	
0��$��!�-#��$

 ,�� ��	��	��	�	%���	��1�� 5>;<36J7�,���92+��� :>;8
0�1�=����������1��	��	��	�	%���	��1�� 5>;<36J7�,���92+��� :>;<

�+�,=��4	L �	��	��	�	%���	��1�� 5>;<36J7�,���92+��� :>;D
-),	�R�	��	��	�	%���	��1�� 5>;<36J7�,���92+��� :>5>

Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

98(250)



��#������0���
-� !�#S �

'%%	=
��#L�	���	-���&!�����

Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

99(250)



��&�!#��$	�� ����K���$

'&�!�

Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

100(250)



�����������	
������ ���
�	�������

���
���	��
���������
������

�
��
���

���������
�

��������������� �!

"	
����������
�	�������������#$�� �!

%�������� #��
������ %�
��������� ���	������� $���������	� &��
����
�����

'
���

����� ����
����	

�	��
����

��
����

(��
�������

��
����

������

)))�������
�

Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

101(250)



Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

102(250)



Slide 4
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R
1:1

PD/

toxicity

Stratification
• Prior everolimus
• Prior sunitinib
• Concurrent octreotide

Temozolomide 

200 mg/m2/day d10–14 + 

capecitabine 

750 mg/m2 bid d1–14 

(n=72)

Key patient inclusion criteria

• Metastatic or unresectable pNETs

• PD within previous 12 months

• No prior temozolomide, 

capecitabine, dacarbazine or 5FU

• WHO PS 1–2 

(n=144)

PRIMARY ENDPOINT

• PFS – local review

SECONDARY ENDPOINTS

• ORR, OS, safety

Temozolomide 

200 mg/m2/day d1–5 

(n=72)

PD/

toxicity
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Baseline characteristics
Temozolomide + capecitabine 

(n=72)

Temozolomide alone 

(n=72)
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Temozolomide

+ capecitabine 
Temozolomide alone HR (95%CI); p-value

mOS, months Not reached 38.0 0.41 (0.21, 0.82); 0.012
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Temozolomide + capecitabine Temozolomide alone

�11��: 33.3 ���!

�0����� 0.47

D.1��: 81.9 68.1
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������������� 12.1 9.7

% Temozolomide + capecitabine Temozolomide p-value
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Huguet JCO 2007

RT+KT bi lahko bila pomembna po uvodni KT za vsaj 

stabilizacijo bolezni
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2013

� G�� �	 ��!��" ������	���!!�
� ��������	�
 �������������� ��� �����
��� �������������� ���������

� 21��������������� �	�� =>,1�
� �	�������� ���� �����
�����	����� �� ������

SBRT INOPERABILNEGA CA 
PANKREASA

Rezultati

•Srednji �as sledenja 11 mesecev
(2–28 mesecev);

•LC 91% pri 6 mesecih, 85% pri 1 letu. 

MEDULA D1cc<18 Gy

LEDVICA V15Gy <35%

DUODENUM V36Gy<1cc

ŽELODEC V36Gy<1cc

TANKO �REVO V36Gy<3cc

JETRA (Vcela jetra –
V21Gy)>700cc

Restrikcije
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SBRT   KARCINOMA PANCREASA
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Rak želodca - kirurgija

Omejc M

Klini�ni oddelek za abdominalno kirurgijo, Klini�ni center Ljubljana

RAK ŽELODCA

• lokalna kontrola raka:

temelj zdravljenja

• recidiv po omejeni kirurški resekciji 

lokalni/regionalni recidiv: 50% - 80%

� ležiš�e želodca

� regionalne bezgavke

� anastomoza

� krn dvanajstnika

Gunderson LL et al. Int J Radiation Oncol Biol, 1981
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Napredovanje tumorja

↑ globina vraš�anja v steno želodca - ↑ prizadetost

regionalnih bezgavk - ↓ 5 letno preživetje

Cilj lokalne kontrole so zasevki v bezgavkah

Depth (n) LN Liver Perit. 5YSR

pT1 M

SM

1063

881

3.3

17.4

0.0

0.1

0.0

0.0

93.3

88.9

pT2 MP

SS

436

325

46.4

63.7

1.1

3.4

0.5

2.2

81.3

65.8

pT3 SE 1232 78.9 6.3 17.8 35.5

pT4 SI 724 89.8 15.5 41.6 10.1

Overall 4683 47.8 4.5 11.5 60.3

“The surgery of cancer is not the surgery of organs; it  
is the surgery of the lymphatic system".

Sir Berkeley Moynihan

Incidence of metastasis and 5-YSR according to the depth of tumor invasion
Patients operated on between 1972 -91, NCCH
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Neresektabilnost

� Oddaljene metastaze

� Vraš�anje/preraš�anje v glavne žile (aorta, truncus  

celiakus, art. hepatika, proks. del art. lienalis)

� ? LUAE (distalno vraš�anje v art. lienalis)

� ? Whipple (vraš�anje v glavo trebušne slinavke)

laparoskopija
ev. neoadjuvant.

Odstranitev ve�jega dela ali vsega želodca s tumorjem z

zadostnim varnostnim robom v zdravo v oralni in v aboralni smeri  

ter v »tretji dimenziji« (okolne oporne strukture, limfna pota in  

bezgavke ter sosednji organi).

R0 resekcija
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Obseg resekcije odvisen od:

• lokalizacije tumorja

• histološkega tipa (Lauren)

• cTNM stadij

Totalna / subtotalna gastrektomija

Resekcija

� Tu v distalni tretjini želodca
� subtotalna resekcija (intestinalni tip raka)

� totalna gastrektomija (difuzni tip raka)

� D2 limfadenektomija

� Tu v srednji tretjini želodca
� totalna gastrektomija in D2 limfadenektomija

� Tu v proksimalni tretjini želodca
� razširjena gastrektomija vklju�no z odstranitvijo distalnega dela  

požiralnika, limfadenektomija
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Bezgavke

N1: perigastri�ne bezgavke  

ob mali krivini želodca  

1, 3, 5
ob veliki krivini želodca

2, 4, 6

N2: bezgavke ob

art. gastriki sin. (7)  
art. hepatiki com. (8)  
truncus celiakus (9)
hilusu vranice (10)
art. lienalis (11)

Limfadenektomija – odstranitev
bezgavk

� D1 limfadenektomija:

odstranitev

perigastri�nih bezgavk

� D2 limfadenektomija: 

perigastri�ne +  

bezgavke ob trunkus

celiakusu, art. hepatiki  

komunis, art. lienalis in

v hilusu vranice
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� � razširjena limfadenektomija = � zanesljiv stadij

� “Upstaging”

� Izboljšano “stage-specific” preživetje pri razširjeni  

limfadenektomiji (D2, D3)

“Stage migration”
“When the Okies left Oklahoma and moved to California, they raised the average  
intelligence level in both states.”

Will Rogers

Ali obseg limfadenektomije vpliva na preživetje ?

D1 vs. D2:
retrospektivne študije

� Pacelli, G. Br J Surg. 1993

1 inštitucija

2 kirurški ekipi

n=320

n=157 razširjena limfadenektomija  

n=163 omejena limfadenektomija

5 letno preživetje: stadij III 48.7 vs. 29.8%, (p=0.02)

extensive

limited
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D1 vs. D2:
nerandomizirane študije

Siewert 1998 - Annals of Surgery

• n=1654

• Prospektivna, nerandomizirana

• Obseg limfadenektomije definiran

s številom bezgavk v resektatu

• planirano za vse D2, retrospektivno

inadekvatne resekcije D1

D2

D1

D1 vs. D2:
randomizirane (RCT) študije

Bonenkamp: 1995/1999 - Lancet /NEJM

• n=711

• preoperativna randomizacija

• follow up: mediana 6 let

D1 (n=380) D2 (n=331)

Mortaliteta 15 (4%) 32 (10%)

Morbiditeta 94 (25%) 142 (43%)

Reoperacije 8% 18%

Hospitalizacija  
(dnevi)

18 25

Overall survival - no benefit

� poperacijske komplikacije  

in smrtnost v D2 (p<0.005)

Hartgrink HH et al. J Clin Oncol. 2004 Jun 1;22(11
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D2 ali D1 ?

Visoka pooperativna smrtnost zakrije
dolgoro�ne u�inke zdravljenja

“If postoperative death is excluded, the 11 year  
survival data favor the D2 dissection”.

van de Velde CJH, 2004

� Stage I+II (N0)

� D1 : n = 122, 78%

� D2 : n = 153, 77%

��� ��

� �
�������������� ���

� ����������� �!"

� ���������#� $�"

��� ��

5-letno preživetje
(UKC Ljubljana)

Onkološki inštitut Ljubljana 8. šola tumorjev prebavil december 2018

178(250)



� Stage III (N0 in N1)

� D1 : n = 20, 27%

� D2 : n = 40, 33%

��� %&�%�

� �
������ ����

� ����������' �%"

� ���������(( '%"

��� %&%'�

5-letno preživetje
(UKC Ljubljana)

Limfadenektomija

� D2 limfadenektomija je varna operacija: izkušen kirurg,  

izogibanje splenektomije in resekcije pankreasa.  

Pooperativna smrtnost se ne razlikuje med D1/D2  

skupinama bolnikov.

� Boljša lokalna kontrola tumorja in bolj zanesljiv staging.

� Potencialna korist v podskupini bolnikov z okultno  

boleznijo v D2 bezgavkah. Boljše 5 letno preživetje  

bolnikov v stadiju III pri katerih je bila narejena D2  

limfadenektomija.
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Razširjene/multivisceralne
resekcije

� Vranica

� splenektomija le pri raku v  

zgornji tretjini želodca, raku na  

strani velike krivine v srednji  

tretjini v napredovalih stadijih  

(S3, S4).

� Pankreas

� pancreas-preserving total

gastrectomy

� resekcija pankreasa le v primeru  

direktnega vraš�anja tumorja

Razširjene/multivisceralne
resekcije

� T4 tumor: R0 resekcija

� vranico, rep trebušne slinavke,  

del jeter (2. in 3. segment), del  

transverzuma, desni kolon s  

transverzumom, dvanajstnik z  

glavo trebušne slinavke.

� LUAE (eksenteracija levega  

zgornjega kvadranta).
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Klasi�na / laparoskopska  
resekcija

� Lap. distalna resekcija: early gastric cancer

� West vs. East: stage, BMI, age

Hu Y, et al. Morbidity and Mortality of Laparoscopic Versus Open D2 Distal Gastrectomy for  
Advanced Gastric Cancer: A Randomized Controlled Trial. J Clin Oncol 2016; 34:1350.

Honda M, et al. Long-term Outcomes of Laparoscopic Versus Open Surgery  
for Clinical Stage I Gastric Cancer: The LOC-1 Study. Ann Surg 2016; 264:214.

� kirurgija - temelj zdravljenja raka želodca

� izboljšanje rezultatov možno ob zgodnejšem  

odkrivanju

� pooperativna smrtnost in obolevnost odvisna od  

izkušenj kirurga, inštitucije.

� multidisciplinarni pristop (kirurgija, radioterapija,  

kemoterapija, …)

ZAKLJU�EK
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Table 1. Randomly Assigned Treatment
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Table 3. Grade 2 to 4 Toxicities Possibly, Probably, or Definitely Related to Treatment
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Distant metastasis (M)

M0
No distant metastasis by imaging or other studies, no 
evidence of tumor in distant sites or organs. (This 
category is not assigned by pathologists.)

M1
Metastasis to one or more distant sites or organs or 
peritoneal metastasis

M1a
Metastasis confined to 1 organ or site (eg, liver, lung, 
ovary, nonregional node) without peritoneal 
metastasis

M1b
Metastasis to two or more sites or organs without 
peritoneal metastasis

M1c
Metastasis to the peritoneal surface alone or with 
other site or organ metastases
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Paul H. Sugarbaker

Paul H. Sugarbaker; KARCINOZA JE LOKOREGIONALNA BOLEZEN

• citoreduktivna kirurgija z odstranitvijo karcinoze s peritonektomijo

in resekcijo posameznih organov

• intraperitonealna kemoterpija s hipertermijo - HIPEC
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Eur J Surg Oncol. 2016 Feb;42(2):244-50. doi: 10.1016/j.ejso.2015.08.162. Epub 2015 Sep 3.

Cytoreduction and hyperthermic intraperitoneal chemotherapy: The learning curve reassessed.

Kuijpers AM1, Hauptmann M2, Aalbers AG3, Nienhuijs SW4, de Hingh IH4, Wiezer MJ5, van Ramshorst B5, van Ginkel RJ6, Havenga

K6, Verwaal VJ
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