Chapter 20

Management of the Patient with Rectal
Cancer Presenting with Synchronous Liver
Metastasis

Shafik M. Sidani and Maher A. Abbas

Introduction

An estimated 39,610 new cases of rectal cancer (RC) are expected in the United
States in 2015 [1]. Synchronous colorectal liver metastasis (SCRLM) occurs in
20 % of patients with locally advanced RC [2, 3]. Median overall survival (OS) for
patients with SCRLM is 20-24 months without resection as opposed to 5-year OS
of up to 50 % with RO resection of metastatic disease [4]. Oncologic outcomes con-
tinue to improve with the development of new effective chemotherapy regimens
and increased hepatectomy rates [5, 6]. Patients with SCRLM constitute a hetero-
geneous group with varying preoperative fitness, tumor biology, tumor resectabil-
ity, and symptomatology related to the primary tumor. Potential cure is dependent
on the ability to resect all disease, and requires a multidisciplinary approach.
Locally advanced RC requires chemoradiation (CRT) with surgery, whereas
SCRLM is initially addressed with chemotherapy. Surgery for symptomatic relief
is reserved for select cases. The optimal sequence of multimodality treatment to
address the primary tumor and associated metastatic disease is under active
investigation.
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Search Strategy

An electronic search was conducted using the PubMed database for reports pub-
lished in the English language between January 1990 and October 2015 using the
key words rectal cancer in various combinations with liver metastasis(es), hepatic
metastasis(es), staged resection, simultaneous resection, synchronous resection,
combined resection, liver-first, chemotherapy, and radiation. Referenced studies
from identified reports were reviewed if relevant. The “related articles” function
was used to further expand the search. Only studies published between 2000 and
2015 clearly identifying at least 20 patients with RC and synchronous liver metas-
tases were included in the tables summarizing the studies. If more than one study
was reported from the same institution, the most recent study focusing on RC was
included.

Patient population | Intervention Comparator Outcomes studied
Patients with RC Staged rectum-first | Liver-first approach Perioperative morbidity
and SCRLM approach Simultaneous resections | Disease free survival
approach (DES)
oS
Results

Evaluation of the Patient with Rectal Cancer and Synchronous
Hepatic Metastasis

The initial evaluation of patients with rectal cancer and SCRLM includes determi-
nation of symptomatology, colonoscopy, staging, determination of resectability
from an oncologic standpoint, and evaluation of the future liver remnant based on
imaging before and after multimodality treatment, as well as assessment of fitness
for surgery. In addition to imaging of the primary tumor with magnetic resonance
imaging (MRI) and endorectal ultrasound [7], computed tomography (CT) is useful
to evaluate distant disease. Contrast-enhanced MRI can detect or further character-
ize small hepatic lesions and is superior to CT in the setting of post-chemotherapy
hepatic steatosis [8]. Fluorodeoxyglucose-positron emission tomography (FDG-
PET) can detect extrahepatic disease that would preclude curative resection and
change management in up to 24 % of cases [9, 10]. Two randomized prospective
trials reported conflicting results regarding the utility of FDG-PET [11, 12]. Ruers
et al. demonstrated that non-curative surgery was avoided in one of six patients as a
result of PET findings [11] whereas Moulton et al. failed to confirm these results
[12]. Additional studies have supported the use of FDG-PET in patients with rectal
cancer and SCRLM [13-20]. Sensitivity of PET after chemotherapy is reduced due
to decreased metabolic activity of residual tumor [21-24].
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Liver biopsy can be helpful in select cases with equivocal imaging findings but
should not be performed routinely due to the risk of tract seeding [25-28].

Treatment Options

Following a diagnosis of rectal cancer with SCRLM, the treatment plan is formu-
lated with the goal of prolonging survival and maximizing the prospects of a cura-
tive resection. Many studies combine both colon and rectal cancer and are
compromised by selection bias; no prospective randomized data comparing treat-
ment approaches exists to guide management decisions. Rectal cancer presents
additional challenges compared to colon cancer with concerns for local recurrence,
potential need for adjuvant or neoadjuvant radiation therapy, and complexity of pel-
vic surgery. The heterogeneity of scientific data pertaining to chemotherapy and
radiation regimens, and the introduction of various drugs during the last two decades
add to the challenges of data interpretation [29, 30].

Table 20.1 summarizes studies directly comparing the perioperative results of
surgical approaches for colorectal cancer with SCRLM. Table 20.2 shows compara-
tive oncologic outcomes of those studies. Table 20.3 presents outcomes of case
series of the different surgical approaches.

Multimodality Treatment Although chemotherapy is generally included in the
treatment plan of patients with SCRLM, there is no consensus on timing, benefit,
and risk. The EORTC 40983 randomized trial demonstrated improvement in pro-
gression free survival but not overall survival when six cycles of neoadjuvant and
six cycles of adjuvant FOLFOX were administered perioperatively, compared to
surgery alone. Resection rates were equivalent in both groups showing that the win-
dow of resectability is not lost with neoadjuvant chemotherapy. Notably, the chemo-
therapy group had fewer nontherapeutic laparotomy rates (5% versus 11 %) [76,
77]. Similarly, two meta-analyses comparing surgery with or without chemotherapy
demonstrated the benefit of chemotherapy in disease free but not overall survival
[78, 79].

Neoadjuvant chemotherapy allows early treatment of micrometastatic disease,
and provides upfront information regarding tumor biology and response to adjuvant
chemotherapy. Outcomes after hepatectomy are superior in patients with a positive
tumor response to neoadjuvant chemotherapy as opposed to nonresponders [6, 80,
81]. This selects out patients with progression of disease on chemotherapy prior to
surgery, who have significantly lower disease free and overall survival [82].
Neoadjuvant chemotherapy may also improve resectability in borderline resectable
or initially unresectable SCRLM [83-85]. Disadvantages of upfront chemotherapy
include the risk of progression of initially resectable disease [86], the dilemma of
disappearing liver metastases, as well as liver injury prior to hepatectomy. There is
conflicting evidence regarding the safety of neoadjuvant chemotherapy prior to liver
surgery [87-92], and the response to treatment should typically be assessed every



wm 1 €l F1) 19 Id
Mnn. MO[ N AN 0 60 14! (01) 82 *¥4S AN (¥20) 68 [1¥] (6002) isdnis
s 0 6S (T e Ay
2 M| N SN 0 690 143 (T1) 7€ 4as AN #2) ¥9 [ot] (600T) SnON
= z s (€0) 091 1
.,m MO[ N SN 4 Y20 9¢ (0€) 0L "dS AN (€9) 0gC [6€] (6007) une
“ (uonoasar (9¢) 9¢ ‘A4
W mor (DI Te) X - I'c - JOAI[ 10}) 0T (T7) 12498 1€ (L) 171 | [8¢€] (8007) wovodwinssy
0 (a4 (ST) 0€ A4
M0[ N SN 0 AN 43 (L7) €L 798 ¥C (zv) €01 [L€] (LOOT) wex
S 153 (02) 79 1™
M0[ N 60°0 e LO0 1T (¥2) LS “dS 99 () 611 [9€] (L00T) rutmg,
'l Sz (TL)6L1 Ad
Mo[ N 100 0l 991°0 81 (9) 0% IS 0L (8L) 612 [s€] (L00T) uereyL,
(801)
1 6¢ SLY I¥
M0[ N AN € 980 9¢| (#S) €1 ™S AN| (291 019 [€] (L00T) ApPoyd
0 9¢ (L1) 8% A4
M0[ N °6€£°0 1 LEO0 €€ (01) 1€ AS AN (L7 6L [¢€] (L00T) mosnde)
0 84 (€1) ze Ay
MO[ N SN 0 ST0 €S (T) ¥9 “4S AN (S¥) 96 [z€]l (1007) enyD
0 43 (¥0) 79 1™
Mmo| N SN 0 92€0 €C (01) S€ IS 0¢ ¥€) L6 [1€] (€002) Toqom
duaplayg (N/X) onfea d (%) anfeA d | (%) ANpIqION (NTIDS| (syauow) (NTIOS (1e4) T0TINY
jo Aiend) | A[oreredas ANeroN s DY) | dn-mofjoq s
pozAeue N ‘yoeoiddy X N
sased DY

208

INTIDS Yim DD Joj sayoreoidde [eordins jo Ajeirow pue Ayrpigiow sutredwod sarpms 1707 qBL



209

20 Management of the Patient with Rectal Cancer Presenting with Synchronous

(panunuod)

¥'C 1T AN A
Mo N SN [ SN ST AN AS 61| (LSE) 1901 l6v] (T10T) Suerxeq
'l 84 (€9) ¥8 ¥
M0[ N 8¢0 (23 AN 8¢ (#€) 09 “9S 9¢ (L8) ¥¥1 [8+] (T107) noqqy
(DY prw 0 ST P) v a4
MO A10A | /MO [[B) X AN S AN 1e| (29 Te¥s 6¢ (9¢) 9¢ [L¥] (1107) OueSIA
0 T10€ 90T (00) 0T A1 8¢C
0 T16€0 TLI™IE (62) 6T 1™ or
mop| (DI 1e) A SN 0 650 ST “qdST (8) 8 IS 143 (LS) LS| [9¥] (0107) 100 Top ueA
(LET)
[ 129 9LT A¥
M0[ N 0001 Sl S00< L | (69) 6T1 IS AN| (902) Sov [s¥] (010T) on'T
90 Sz (60 eLT Ad
MO[ N LSS0 0 S10°0 Il (T1) 66 *4S 84 (1v) 8c¢ [++] (0102) seeH 2
0 AN (€1) €1 1y
mor (DI Te) X SN 0 - AN (0€) 0¢ dS €C (L) ¥L [e¥] (0107) TUTIRD
0 LE (61) LT AT
€ 1S (Se) LA™
MOo[ N SN S SN Ly (81) £v dS ST (18) 96T [¢¥] (0107) yenbnoxg
duIplayg (N/X) onfeA 4 (%) anfea d | (%) AypIqio (NTIDS (sypuour) (NTIDS (1eak) J0yINY
Jo AyrenQd) Aroreaedas ANeIIoN s DY) | dn-mofjoq m
pozA[eue N ‘yoeorddy ¥ N
sased DY




A1oeredos pajrodar () SUOIOSAI JOAI] PuB () SUONIISAI [210I 0} Paje[al AIPIQIOIA
SOWO02INO [BIISINS UO PAsNI0]

jou sem Apmys SIy [, ‘powIofiod sem 9SeasIp SNOUOIYIUAS Jo SISA[eue djeredas ou pue 9seasIp O1je)sejoll SNOUOIYILIOW PUB SNOUOIYIUAS )0q papn[oul Apnis§ ,

yoreoxdde js1y-10A1] ;77 ‘yorordde js1y-tnioar 7y ‘yoeoidde uonoosar snooueL)NWIS YS ‘TEATAINS [[EIOAO

SO ‘TBAIAINS 21J ASBISIP §7(7 WUBIYIUTIS JoU SN ‘PlIodal Jou YN ‘SISBISBIOW JOAI] [IOAI0[0D SNOUOIYIUAS JTYDS TOIURD [BJOAI DY IOJULD [BIII0[0D DY)

S.M. Sidani and M.A. Abbas

0 Ly | (€9 €S Hd
(320
Mo[| (DY I®) A SN 0 0€0 42 Syl dS AN|  (861)861 | [9S](S107) 1owunytaqyis
'l 91 (61) 88 Id 8¢C
M0l N 620 'L 820 ST (€1) 82 *4S €C (o) o1l [6S1 (ST0T) 2us
0¢ 10T “¥909 (01) 0T AT
(O¥ pr 0 160 101 “¥0¢ (Lo LT 'ad
MOT | /MO[TTe) X SN 0 4900 TSI 9488 (ST) ST 4S [44 (T9) s [+S] (S10T) uSeqqes
0 LT (T1) T a4
MO[ N SN 0 86L°0 (44 O1) 1+ “4S AN (82) €9 [€6] (ST107) Ty ng
(L) L AT
((AFARCE: |
mop| (DI 1e) A - 0 - % (92) 9T “4S 43 (05) 0S [zs] (€102) Afiq uea
€1 Sy (09) 9L 1™
Mo[ N 1720 9 191°0 SC (61) 9¢ “4S AN (6¥) T11 [16] (€107) 19ssa[s
0 6¢ (S1) 8T AT
(o1
e ST LYY A
MOo[ N S00< LT S00< Lz | (16) 6T€ dS v€| (9L2) ¥001 [0s] (£10T) ok
duaplayg (N/X) onfea d (%) anfeA d | (%) KNpIqION (NTIOS| (sypuow) (NTIOS (1eak) J0UINY
jo Kirend) | A[oreredos ST AR 7N s DY) | dn-moqjoq s
pozATeue N ‘yoeorddy M) N
Sased DY

210

(panunuod) 1°0Z dIqeL



211

20 Management of the Patient with Rectal Cancer Presenting with Synchronous

(panunuoo)

% 8¢ AN WD 19 94 [1¥]

Mo7] N 900°0 % SY - AN (01) 8T "4S AN 0 68 (6000) Disdnis
% YT syiuowt | (TD ze a9

MO0 N 8¢8°0 % 1T L8Y'0 qpuowr O (T ze " ds AN 0 ¥9 | [o¥] (600T) Sno

%L (01 1T Iy [8¢1 (8002)

MO A - AN £00°0 «%TS | (6%) 911 °dS AN (69) LET QWOPIYSOX

(99) 9¢ I¥ [8€] (8002)

MO (¥ e A - %bYe - % € (17) 12 °¥S 53 (L9 1v1 oeadwnssy
% LE b1 (SD) 0€ a4

M0 N 60 % 9¢ SN 24! (LD) €L °¥S ¥C (z¥) €01 [L€]1 (L0OT) vex

% ST syjuout 71 (02) 9 14 [9¢]

Mo N 90°0 % TE ¥0°0 sypuowt 6| (¥0) LS "dS 99 (rh) 611 (L00T) TNy,

% 6¢ AN| (TL) 6L1 AY [sel

MO7] N £86'0 % €S - AN ‘(9) 0% “dS 0L (8L) 61¢ (L00T) UaaY L,

uow ¢ AN () 81 44 [Lg]

MO N S6°0 syquowr 2¢ - AN | (TL) Trl “¥S 6 (9L) 091 | (900¢) emeseury
%D £V 24! (€1 c€ Id

M0 N (454 % 6T £5°0 % 6 (T ¥9 “¥S AN (S 96| [c€l (F00T) BnyD

%<TC AN (¥2) 29 Jd [1€]

M07] N L96°0 % 1T - AN (01) ¢€ "dS 0¢ o) L6 (€00T) 19goMm

QOUIPIAY (N/A) anfea (sqyuowr ..o anfea 4 (syyuowr L0 (N'TIDS (syyuour) (N'TIDS (19K) JOUyINY

jofupend | Aporeredos 1234-G %) SO 162k~ %) SAd pa oY) | dn-moqiod |y ) N
pazAeue N ‘yoeoxddy
sased DY

INTIDS Wim YD Jog sayoeordde [ear3ins jo SO pue S4J sutredwod sarpms  7°07 AqBL



S.M. Sidani and M.A. Abbas

212

AN (S1) 8T AT
(oL
%Dy AN LY9 ‘44
MO N 9¢S0 %Y - AN| (16) 6T€ “¥S ve| (LD +001 | [0S] (£10T) oKeIN
% 61 AN AN JY [et]
MO N SN %D vy - AN AN IS 61 (LSE) 1901 (2107) Suerxeq
% 81 % 0¢ (€€) 86 AT
(691) l6S]
MO7] N $96°0 % Y 266°0 % 9¢ 6TL 49 AN (2T00) L8L (2107) se1puy
syuout 99 sypuowr 8| (€9) ¥8 ¥ [8]
! N 90 syquowr 99 S6°0 syauowr 8| (¥€) 09 IS 9¢ (LY) ¥¥1 (z102) noqqy
(0¥ prw ¥ v 9 [Lt]
mo[ K10A | /mor[I®) X - %65 - %0¥ | (Te) Te"dS 6¢ (9¢) 9¢ (1107) ouesIA
% L9 (00) 0T 91 8¢
% 8¢ (62) 6T A4 014 [ot] (0T02)
Mo] (O RILIDN AN % EL - sypuowr ¢ (8) 84S 123 (L9 LS [00d 19p ueA
% 0L %9t | (60) L1 94 [¥]
M0T N [L8°0 BbL S00°0 %8 (T1) ¢ ¥S 84 (1¥) 8cC (0100) seeH 2
ot Og AN (€D 1 ad [e¥]
M0 ¥ X 10 syjuout 76 - AN (0€) 0€ IS €C (L) vL (0102) IRD
% 6¢ quout | (61) LT AT
% 81 qpuour [ (o) TL A¥ [z¥]
MO N 68¢°0 % SS SN qpuowr 1 (81) €4S 4 (18) 961 (010¢) Yonbnorg
QOUIPIAY] (N/A) anfea (sqyuowr ..o anfea (syyuowr L0 (N'TIDS (syyuour) (N'TIDS (189K) JOUyINY
joAyend | Aporeredas 12K~ %) SO 1624~ %) S4d P DY) | dn-mofjod | |in DY) N
pozATeur N ‘yoeoxddy
sased DY

(panunuod) 'z dIqeL



213

poj1odal saJBl [BAIAINS JBIK-0M],

pa1odar sajel [ATAINS TeaK-021Y ]

pawrodar [eATAINS 901 95eaSIp onjedoy YIUOW-9A[OM ],

yoeoidde 1s1y-10A1] ;77 ‘yorordde is1y-wnyoar 7y ‘yoeoidde uoroasar SnoduByNWIS Y ‘[BAIAINS [[EIAO

SO ‘TeATAINS 921J ASLISIP §.7(7 ‘IULOYIUTIS JoU SN “P1I0dar Jou Y ‘SISLISEIOUI JOAT] [BI1OI0[00 SNOUOIYIUAS J7Y DS TOULD [B10X DY “TOOUED [BI1OAI0[0D DY)

20 Management of the Patient with Rectal Cancer Presenting with Synchronous

% €€ D11 (61) 88 I¥ 8¢C
MO N £00°0 0 680°0 9% 8T (€1) 8T 4S €C (Te) 911 [SS1(ST102) 2uS
sqpuowr 8¢ stpuowr 8 (01) 0T AT
(0¥ pru fpuow 09 puow [¢ | (L) LT Y [pc]
M07] /MO TT®) X 0 syjuour 8y 10 syuow 7¢ (ST) 198 [44 (T9) Ts (S10?) yseqqes
% L9 AN (T1) Te Iy [gs]
MO N ¥S0°0 %99 - AN| D 1y "¥S AN (80 €9 (S107) Mweyng
W L491
(AP NARER:| [zs]
MOT (OX:RIIDN - > %08 - 2%9¢ (92) 9T "4S [43 (05) 0$ (€102) A uea
% 9 %TE (09) 9L ¥ [1¢]
MO N 6LE°0 % SL LEB0 % €€ (61) 9¢ dS AN (6¥) T11 (€107) 10589[S
QOUIPIAY (N/A) anfea (sqyuowr ..o anfeA (syyuowr L0 (N'TIDS (syyuour) (N'TIDS (1eak) 10Ny
Jokurend | Apereredos Te94-6 %) SO Teak-6 %) Sdd W DY) | dn-mofjog | gim D) N
pozA[eue N ‘yoeoiddy
sased DY




-
= [1L1 (€100
< Mo[ K10 N % S9 %L1 0 19 Sy | (6¥) LTI s BYOIYSOA
m locl
s MO] A10A A AN AN 0 99 AN (00 1§ AS | (€107) omIeH
.m [69] (€102)
W MO] A10A N % 0¢ AN 2ATY 710 2AST T 0¥ AN| (SO Lg 471 esoy °d
> [89]
» MO[ A10A Od1e) X % L9 % 0¥ AN A€ TP e @ 471 (€107) 2oy
[L9] (z10D)
MO] A10A A AN AN 0 %13 LE| O 9F s y3mqxoy
[99] (z100)
MO] A10p N % Sy AN 0 9 €L (8998 s ewifeyeN

(80D
MO[ A10A Od e X syauowr 9 syjuour 81 AN AN 8 801 as | (691 (2100) uy
[+91 (1102)
MO[ A10A Od1e) X %bCE % 8¢ 0 LS 09 (S sy dS wonsoogq
[e9l (0102
MO] A10A N %bvE % ST [4 Ll 9z (€€) 501 44 1004 Iop UeA
[29]
MO[ A10A N % LT AN 'l LE 8z (09) 16 s (0102) UnH
[19]
Mo[ K1op N %Ye %01 0 8 6z (1) L6 s (L00T) Tes],
[09] (z002)
Mo[ K1op N % 8¢ %6 0 1c 6z (v 1L dS | ssueqhueg op
Q0UAPIAY (N/X) (sypuowt 40 (sypuowt 40 (%) (%) (spuowr) | (DY) N yoeoxddy | (1eak) z0yny
Jo Areng) A[oreredas 182A-G 95) SO | TBIA-G %) SAA JSH RN Anpigioy | dn-mof[oq
pozATeue
sased )Y

214

INTIDS Yim DD J1oj sayoeordde [eo13ins jo sowooino Suniodar saL1as ase) €07 AqBL



215

20 Management of the Patient with Rectal Cancer Presenting with Synchronous

Ppaj0dar UONOASAI JOAT] 0) paje[ax A[uo AJIPIGIOIA,

Pa110dar sajel [BAIAINS TROA-03IY ]

A1oyeredos parrodar () SUONIOASAI JOAT] PUB () SUOIIIISAI 2991 0) paje[al Aiferiows pue A)IPIGIOIAL,

yoeoidde 1s1g-10A1] ;777 ‘yoroidde 1s1y-[omoq /g ‘yoroidde uonoasar SNOAUBINWIS Y§ TRAIAINS [[BIOAO

SO ‘TeAIAINS 991J 9SLASIP §.7(7 ‘YULOYIUSIS Jou SN “Pa10dar Jou Y ‘SISLISEIOU JOAT] [8102I0[00 SNOUOIYIUAS JH7Y DS TOULD [BI0T DY “TOOUED [B10AI0[0D DY

[sL]
MOT ATop N %bCL % €9 1C e 6T (8S) Tyl AS | (ST07) me1rag
[¥L]
MO ATop (O):RILIDN % €S AN 0 LT 9¢| () ¥e a1 (ST0Q) syong
[eL]
MOT ATop N % 9 % SE AN 6'6C 9¢ | (L¥) ¥ST s (¥100) ury
[cL]
MOT ATop (O):RILIDN % 6¢ %61 AN 2CE 0og| (€9)¢s 44 (¥100) 118D
QOUIPIAY (N/A) (syyuowr L0 (syyuowr L0 (%) (%) (syyuowr) OI) N yoeoxddy (1eak) 10Ny
Jo Areng) Aroyeredos 180K-G 9) SO | I18A-G %) SAA AyeyIoN Anpigiopy | dn-mof[oq
pozA[eue
sased DY




216 S.M. Sidani and M.A. Abbas

2 months [93]. Some studies have demonstrated no survival advantage to using
preoperative vs postoperative chemotherapy [94, 95]. Nevertheless, patients with
rectal cancer and SCRLM are more likely to have a locally advanced primary tumor
[38, 96], and strong consideration should be given to neoadjuvant therapy.

Targeted chemotherapy with agents such as Cetuximab, Panitumumab, and
Bevacizumab has demonstrated improvements in response and resection rates [97—
108]. Hepatic arterial infusion chemotherapy may improve resectability or reduce
recurrence in experienced centers [109—113].

Combined modality treatment including FU-based chemotherapy plus pelvic
radiation is well established for nonmetastatic locally advanced rectal cancer as it
has been shown to reduce local recurrence. However, the precise role, necessity and
timing of radiation has not been established in the setting of locally advanced rectal
cancer in the setting of SCRLM. Of 185 patients who underwent complete resection
of rectal cancer and SCRLM by Butte et al., only 4% developed isolated pelvic
recurrence. The majority of recurrences were distant and concomitant radiation
therapy was not associated with a reduction in pelvic recurrences [114]. Others have
reported similar results [65, 115]. Lee et al. showed that radiation reduced local
recurrence only in patients with T4 tumors [116].

FU-based chemotherapy alone, as commonly used as a sensitizer during the
administration of pelvic radiation, is probably suboptimal treatment for the syn-
chronous liver disease [117], and more intensive chemotherapy is likely required
[29, 118, 119]. Indeed, there is early evidence to suggest that chemotherapy alone
without radiation may result in adequate local control. Schrag et al. showed that of
30 patients who completed 6 cycles of FOLFOX with bevicizumab without RT, all
had tumor regression and underwent total mesorectal excision with a 25 % complete
pathologic response and a 0 % 4-year LR rate [120]. This concept shows promise for
patients with rectal cancer and SCRLM.

Classic Staged Resection: Rectum- First Approach The classic staged bowel-
first approach addresses the primary tumor prior to liver resection. As such, local
symptoms which may interrupt subsequent treatment can be avoided. Additionally,
aggressive disease may reveal itself between the staged resections to avoid unneces-
sary hepatectomy. Gall and colleagues reported on 53 patients with rectal cancer
and SCRLM who underwent the rectum-first approach. Chemotherapy followed by
combined modality chemoradiation were administered based on locoregional stag-
ing of the primary tumor. Proctectomy was performed, followed by hepatectomy
6 weeks later with additional chemotherapy. No patients had progression of liver
disease prior to second stage surgery, and all proceeded without a delay caused by
complications from the proctectomy. Two patients had unresectable disease at the
time of hepatectomy. Five-year DFS and OS were 19 % and 39 % respectively [72].

Yoshidome et al. noticed that 43 % of patients who underwent the staged bowel-
first approach for colorectal cancer and SCRLM developed new liver lesions prior
to hepatectomy, which changed the initial surgical plan. None developed extrahepatic
disease and all were ultimately resectable. The majority of new lesions occurred
elsewhere in the liver, suggesting the presence of occult micrometastasis undetect-
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able at initial evaluation. Further, hepatic disease free survival was improved when
delayed hepatectomy was performed as opposed to simultaneous resection [58].
Disease progression to unresectability between stages is usually related to the iden-
tification of new liver or extrahepatic metastases rather than growth of the preexist-
ing liver lesions. This may spare 36 % of patients a nontherapeutic hepatectomy
without affecting survival [121].

Staged Resection: Liver-First Approach In the liver-first approach to rectal can-
cer with SCRLM, 2-6 cycles of neoadjuvant chemotherapy are typically adminis-
tered prior to liver resection. Chemoradiation followed by proctectomy is then
performed [74, 122]. An advantage of the liver first approach is that it avoids the
period of at least 3 months required to treat the primary tumor with neoadjuvant
chemoradiation and proctectomy prior to addressing the SCRLM, which is the
prognostic determinant [122, 123]. Postoperative complications after proctectomy
delay timely treatment in up to 50 % of cases [124]. In fact, less than 30 % of patients
undergoing bowel-first surgery proceed to the initially planned hepatectomy due to
disease progression, whereas up to 80 % undergo liver resection with the liver first
approach [59, 125]. Further, resection of the primary tumor as an initial step may
result in a loss of inhibition, and progression of metastatic disease [126—130].

A liver first approach with preliminary chemotherapy allows for some respond-
ers with initially unresectable SCRLM to be resected. For those whose liver disease
remains unresectable for cure, a nontherapeutic proctectomy may be avoided [131].
Complications related to the primary tumor are uncommon during chemotherapy
[132-139], and symptoms of bleeding, pain, and mild obstruction at presentation
usually resolve after 1-2 cycles of chemotherapy [140].

Mentha et al. first described the liver first approach [122]. They subsequently
reported their experience of 33 patients with rectal cancer demonstrating a 5-year
overall survival of 61 %, with 15 % developing a pelvic recurrence. Complications
related to the primary tumor requiring emergency intervention occurred in two
patients (6 %), both of which had R1 rectal resections and ultimately developed
recurrences [74].

In the largest reported experience of 42 patients with locally advanced rectal
cancer and SCRLM, 74 % of patients completed the entire protocol including resec-
tion of the rectal primary. The remaining patients developed metastatic disease prior
to addressing the primary tumor, of which 91 % were spared needless rectal surgery.
Notably, five patients received a diverting stoma at some point during the protocol
to prevent obstruction. Five-year disease free and overall survival were 40 % and
67 % respectively [68]. de Jong et al. reported the option of “watchful waiting” of
the primary tumor with this approach should there be a complete clinical response
[141].

Simultaneous Resections With advances in perioperative care, anesthesia, surgi-
cal technique, and outcomes after liver surgery [4—0, 142, 143], this approach allows
resection of both the primary tumor and SCRLM in one operation, but is not recom-
mended during emergent surgery for complications secondary to the rectal tumor
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[144]. There are reports of laparoscopic simultaneous resections performed safely
[70, 75, 145-152]. Advantages of this approach include shorter cumulative hospital
stay, as well as patient convenience of a single operation with less interruption of
chemotherapy. The majority of reports describing this approach combines colon and
rectal resections, and have significant selection bias towards less extensive SCRLM
and liver resections [153].

Boostrom et al. reported the Mayo Clinic experience with 45 patients who under-
went synchronous resection for rectal cancer with SCRLM. There were no mortali-
ties and 16 % suffered severe complications, which did not differ amongst patients
undergoing abdominoperineal resection or major liver resection (three or more seg-
ments). Five-year disease free and overall survival were 28 % and 32 % respectively
[64]. Vigano et al. described combined resection for 34 patients with locally
advanced mid or low rectal cancer and SCRLM after neoadjuvant chemotherapy,
chemoradiation, or both. There was one mortality and a 36 % morbidity rate. Five-
year disease free and overall survival were 40 % and 59 % respectively. Five patients
had major liver resections [47].

Ferretti et al. studied 142 patients from 14 centers internationally who underwent
laparoscopic synchronous resections of SCRLM, 41 % of whom had rectal prima-
ries; only 12 % involved major liver resection. Overall morbidity was 31 % with a
5.6 % anastomotic leak rate, and a mortality rate of 2.1 %. The independent predic-
tors of morbidity were ASA score more than or equal to three and operative time.
Rectal primary and major liver resections were not predictors [75].

Utilizing the synchronous approach, there have been successful reports of two-
stage hepatectomy for bilobar or advanced SCRLM. This approach allows for proc-
tectomy with the less extensive first stage hepatectomy, followed by major second
stage hepatectomy with diverting stoma reversal. Bilobar advanced SCRLM can be
addressed while minimizing the number of operations and optimizing timing of
chemotherapy delivery [154, 155].

There are reports of increased mortality when extensive liver resections are com-
bined with colorectal resections [34, 156]. Factors shown to increase morbidity of
this approach include the presence of a diverting stoma, a rectal primary, duration of
surgery, blood loss, and transfusion need [66, 157], indicating that more extensive
surgery may be associated with increased morbidity. Others have demonstrated pre-
operative patient fitness to be the significant predictor as represented by age, ASA
grade, and POSSUM score [67]. Outcomes from some reports suggest that this
approach may not be appropriate for elderly patients [35, 158], those with locally
advanced rectal cancer [144], or those requiring major resections [34, 35]. These
data suggest that patient selection is critical to the safety of this approach.

Comparison of Surgical Approaches There are no prospective randomized trials
comparing surgical approaches, and most studies combine colon and rectal cancer
without analyzing results pertaining to rectal cancer specifically. Comparison of
approaches is difficult given the selection bias of staging more extensive SCRLM
resections, and difficulty determining cumulative resection rates and morbidity
from staged procedures [159, 160].
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There are only two small retrospective studies comparing all three approaches
for rectal cancer with SCRLM [46, 54]. Sabbagh et al. showed similar complete
resection rates, overall complications, mortality, DFS, and OS between all three
groups [54]. van der Pool et al. also showed similar morbidity and mortality
between the groups. The simultaneous approach was associated with shorter hospi-
tal stay, but was applied to patients with early stage primaries and limited liver
disease [46].

Silberhumer et al. compared 43 patients who underwent staged rectal first resec-
tion with 145 who underwent synchronous resections. The staged group included a
larger number of major liver resections for larger liver lesions, and patients under-
going abdominoperineal resection. Morbidity and mortality rates were similar, even
in a subgroup analysis of those undergoing major hepatectomy. Hospital stay was
significantly shorter in the simultaneous group [56].

Mayo et al. performed the largest multi-institutional retrospective comparison of
all 3 approaches including 1004 patients with colorectal cancer and SCRLM, of
which 276 had rectal cancer. The liver first group was more likely to have a rectal
primary, bilobar disease, and more hepatic lesions treated during liver surgery.
Patients in the simultaneous group were less likely to undergo major hepatectomy.
Morbidity and mortality rates were similar between groups, even in those undergo-
ing major hepatectomy, although there was a nonsignificant trend towards increased
mortality in patients undergoing extended hepatectomy in the simultaneous group.
Five-year overall survival was similar among all three groups. Notably, a rectal pri-
mary was independently associated with worse survival [50]. Brouquet et al.
reviewed the MD Anderson experience of 156 patients with colorectal cancer and
SCRLM, 52 % of whom had rectal cancer. Morbidity, mortality, RO resection rates,
DFS, and OS were similar between all 3 approaches. Interestingly, 5 % of patients
undergoing the liver first approach developed symptoms related to the primary
tumor requiring colostomy, both of whom had nontraversable tumors on initial colo-
noscopy [42]. Similarly, a meta-analysis comparing all three approaches for CRC
showed no difference in morbidity, mortality, or survival despite the tendency of
patients with a larger burden of SCRLM to undergo a liver first approach. This sug-
gests that the liver first approach may be appropriate for this group of patients [161].

Recommendations Based on the Data

Evaluation of the Rectal Cancer Patient with Synchronous
Hepatic Metastasis

In addition to standard imaging for staging, contrast-enhanced MRI of the abdomen
increases detection and further characterizes SCRLM, particularly after neoadju-
vant chemotherapy (evidence moderate; weak recommendation). FDG-PET can
detect extrahepatic disease prior to surgery; however sensitivity after chemotherapy
is reduced (evidence moderate; weak recommendation).
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Treatment Options: Multimodality Treatment

Patients with rectal cancer and SCRLM should receive perioperative chemotherapy
(evidence high; strong recommendation), however there is no consensus on timing.
Neoadjuvant chemotherapy can be recommended, particularly for patients with ini-
tially borderline resectable or unresectable SCRLM. Reassessment at 2—4 months
from onset of therapy is recommended to minimize liver damage prior to hepatec-
tomy (evidence low; weak recommendation). Radiation therapy may have a benefit
in preventing morbid local complications in patients at high risk for pelvic recur-
rence (evidence low; weak recommendation). Priority should be given towards
addressing more common and prognostically more significant distant disease.
Isolated local recurrence is uncommon.

Treatment Options: Surgical Approach

All three approaches (rectum first, liver first and synchronous resection) are equiva-
lent regarding safety and oncologic outcome. Patient selection and local expertise
are important considerations (evidence low; weak recommendation). Fit patients
undergoing surgery with low anticipated blood loss and operative time can safely
undergo synchronous resection (evidence low; weak recommendation). Initially
diverted, asymptomatic, or mildly symptomatic patients with a locally advanced
primary tumor and/or advanced bilobar SCRLM are suitable for the liver first
approach (evidence low; weak recommendation). Resectional surgery can be
avoided in cases of disease progression. Non-diverted patients with significant
symptoms secondary to the primary tumor who may not tolerate the simultaneous
approach are well-suited for the rectum first approach (evidence low; weak
recommendation.)

A Personal View of the Data

The summarized evidence regarding management of rectal cancer metastatic to the
liver is heterogeneous. An individualized approach based on patient characteristics,
disease factors, and degree of symptomatology is proposed in Fig. 20.1. In the
absence of severe symptoms related to the primary tumor, the authors’ approach is
to initiate systemic chemotherapy in patients who are potentially resectable. Patients
with diffuse bilobar metastatic disease or additional extrahepatic lesions can be pal-
liated based on extent of disease, functional status, and degree of symptoms.
Potentially resectable patients should be reassessed following systemic chemother-
apy to select out nonresponders who can be palliated non-surgically. Patients who
are resectable following chemotherapy can undergo synchronous resection if medi-
cally fit, RO rectal resection is possible, and anticipated morbidity from liver
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resection based on extent of disease is minimal. Otherwise, a staged liver first
approach is advisable, as systemic disease determines disease free and overall sur-
vival. Furthermore, complications of rectal resection may further delay treatment if
the rectal tumor is resected first.

Following liver resection, proctectomy is performed if curative resection is pos-
sible. If radial and/or distal margins are threatened with a higher risk of pelvic recur-
rence, then chemoradiation precedes rectal resection. Not reflected in the provided
algorithm is one additional variation. In healthy patients with extensive SCRLM
requiring two-stage hepatectomy, the first stage (minor left-sided resection) is per-
formed with rectal surgery. The second major hepatectomy can be performed with
ileostomy reversal in diverted cases. Finally, these recommendations do not apply to
patients who present with acute obstruction or profuse rectal bleeding. The former
subgroup can be addressed by fecal diversion or in select cases endoluminal stent-
ing, while the latter can benefit from resection of the primary tumor, endoluminal
fulguration, or external beam radiation therapy.

Summary of Recommendations

1. In addition to standard imaging for staging, contrast-enhanced MRI of the abdo-
men increases detection and further characterizes SCRLM, particularly after
NCT (evidence moderate; weak recommendation).

2. FDG-PET can detect extrahepatic disease prior to surgery, however sensitivity
after chemotherapy is reduced (evidence moderate; weak recommendation).

3. Patients with rectal and SCRLM should receive perioperative chemotherapy (evi-
dence high; strong recommendation), however there is no consensus on timing.

4. Neoadjuvant chemotherapy can be recommended, particularly for patients with
initially borderline resectable or unresectable SCRLM. Reassessment at
2-4 month intervals is recommended to minimize liver damage prior to hepatec-
tomy (evidence low; weak recommendation).

5. Radiation therapy may have a benefit in preventing morbid local recurrence in
patients at high risk for local recurrence (evidence low; weak recommendation).

6. All three surgical approaches are equivalent regarding safety and oncologic out-
come. Patient selection and local expertise are important considerations (evi-
dence low; weak recommendation).

7. Fit patients undergoing surgery with low anticipated blood loss and operative time
can safely undergo synchronous resection (evidence low; weak recommendation).

8. Initially diverted, asymptomatic, or mildly symptomatic patients with a locally
advanced primary tumor and/or advanced bilobar SCRLM are suitable for the
liver first approach (evidence low; weak recommendation).

9. Non-diverted patients with significant symptoms secondary to the primary tumor
who may not tolerate the simultaneous approach are well-suited for the rectum
first approach (evidence low; weak recommendation).
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