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Appendix H:

Radical treatment

What are the specific information and support needs before and after treatment for
adults with oesophago-gastric cancer who are suitable for radical treatment and their
carers?

Not applicable to this review.

Palliative management

What are the specific information and support needs of adults with oesophago-gastric
cancer who are suitable for palliative treatments and care only?

Not applicable to this review

MDT

What is the most effective organisation of local and specialist MDT services for adults
with oesophago-gastric cancer?

Not applicable to this review.

Surgical services

What is the optimal provision and organisation of surgical services for people with
oesophago-gastric cancer?

Figure 1: Overall survival high surgeon volume vs. low surgeon volume

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Migliore 2007 -012 047 100.0% 089 [064 1.24]
Total (95% CI) 100.0% 0.89 [0.64, 1.24]
Heterogeneity: Mot applicable IIZI.D1 D:‘l 1' 1'IZI 1DIZI'

Testfar overall effect 2= 0.71 (P = 0.48) Favours high volume Favours low volume
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H.5 Staging investigations

What are the optimal staging investigations to determine suitability for curative
treatment of oesophageal or gastro-oesophageal junctional cancer after diagnosis
with endoscopy and whole-body CT scan?

H.5.1 Endoscopic ultrasound for gastric cancers

Figure 2: Endoscopic ultrasound to distinguish superficial (T1-2) from deeper (T3-4)
stage gastric cancer

Study TP FP FN TN itivity (95% Cl) Specificity (95% Cl) Sensitivity (95% Cl)  Specificity (95% CI)
Akahoshi 1991 59 0 2 13  0.97[0.89,1.00] 1.00 [0.75, 1.00] o —a
Ang 2006 19 7 2 29 090[0.70,099]  0.81[0.64,092] — —
Arocena 2006 6 3 3 5 0.67 [0.30, 0.93] 0.63 [0.24, 0.91] — —
Barbour 2007 74 5 26 79  074[0.64,082]  0.94[0.87,0.98] -+ L
Bentrem 2007 85 9 48 69  064[0.55072]  0.88(0.79,0.95] -+ &+
Bhandari 2004 20 1 4 14 0.88[0.72, 0.97] 0.93[0.68, 1.00] —& —%
Blackshaw 2008 5 0 4 35 0.56 [0.21, 0.86] 1.00 [0.90, 1.00] — -4
Bohle 2011 2 218 20 0.55[0.38, 0.71] 0.91[0.71, 0.99] —— —%
Botet 1991 11 1 1 37 092062100  097[0.86,1.00] — -
Caletti 1993 0 1 2 22 0.83[0.52, 0.98] 0.96 [0.78, 1.00] — & —&
Cerizzi 1991 3 0 1 17 0.75[0.19, 0.99] 1.00 [0.80, 1.00] — &+ —a
Chen 2002 10 3 3 41 0.77 [0.46, 0.95] 0.93[0.81, 0.99] — —&
De Manzoni 1999 11 3 7 8  061[0.36083  0.73[0.39,0.94] — — &
Dittler 1993 65 11 14 164 0.82[0.72, 0.90] 0.94[0.89, 0.97] &+ L
Fran&#231:0is 1996 11 2 1 15 092062100  0.88[0.64,0.99] — —
Furukawa 2011 105 8 1 4  099[0.95100]  0.33[0.10,0.65] 1 ——
Ganpathi 2006 37 5 5 55  088[074,096]  0.92[0.82,0.97] —& &
Garlipp 2011 51 1 43 70 0.54 [0.44, 0.65] 0.99 [0.92, 1.00] &+ 4
Grimm 1993 80 3 14 50  085[076,092]  0.94[0.84,0.99] & &
Habermann 2004 26 4 3 18  090[0.73,098  0.82[0.60,0.95] —& —
Heye 2009 7 3 4 0  064[0.31,089  0.00[0.00,0.71] —
Hwang 2010 233 9 19 16 0.92[0.88,095]  0.64[043,0.82] 1 —
H&#252;nerbein 1998 12 2 0 8 1.00[0.74,1.00]  0.80[0.44,0.97] —1 —
H&#252;nerbein 2004 32 0 1 16  0.97[0.84,1.00] 1,00 [0.79, 1.00] —a —a
Javaid 2004 29 6 3 74  091[075098  0.93[0.84,0.97] - l
Kim 2007 199 4 0 3 1.00[0.98,1.00]  0.43[0.10,0.82] n—a—
Kutup 2012 41 8 41 33 0.50 [0.39, 0.61] 0.80 [0.65, 0.91] —+ —&
Lee 2012 237 8 25 39  090[0.86,094]  0.83[0.69,0.92] # —&
Lok 2008 14 2 13 46 0.52[0.32, 0.71] 0.96 [0.86, 0.99] — &
Mancino 2000 35 10 1 33 0.97 [0.85, 1.00] 0.77[0.61, 0.88] —a —
Massari 1996 24 5 2 34  092[0.75099]  0.87[0.73,0.96] —% —
Murata 1988 100 3 5 38  095[0.89,098]  0.93[0.80,0.98] # —&
Nomura 1999 18 0 2 10  090[0.68,0.99] 1.00 [0.69, 1.00] — —
Park 2008 2 115 22 012[001,036  096[0.78 1.00] & —%
Pedrazzani 2005 16 4 14 17 0.53 [0.34, 0.72] 0.81[0.58, 0.95] —— —
Perng 1996 33 4 3 36 0.92[0.78, 0.98] 0.90 [0.76, 0.97] —& —&
Polkowski 2004 14 7 6 61 070[0.46,0.88]  0.90[0.80, 0.96] — &
Potrc 2006 4 6 6 28  088[0.75095  0.82[0.65,093] & —
Repiso 2010 15 3 1 17 094[0.70,1.00]  0.85[0.62,0.97] —% —
Saito 1991 56 1 4 49  093[0.84,098]  0.98(0.89, 1.00] & 4
Shimizu 1994 8 2 6 36  093[0.86,098  0.95[0.82,0.99] L &
Shimoyama 2004 27 210 6 0.73[0.56, 0.86] 0.75[0.35, 0.97] —i — &
Tan 2007 18 5 7 33  072[051,088]  0.87[0.72 0.96] — —&
Tio 1989 30 3 1 42 097[0.83,1.00]  0.93([0.82,0.99] —a —&
Tsendsuren 2006 24 2 8 7 0.75[0.57, 0.89] 0.78 [0.40, 0.97] — —
Tseng 2000 31 0 4 39  089[0.73,097] 1.00 [0.91, 1.00] —& a
Wang 1998 50 6 8 55  086[075094]  0.90(0.80,0.96] &+ &
Willis 2000 42 4 14 56  075[0.62,086  0.93[0.84,098] — &
Xi 2003 7 1 2 22 078[040,097]  0.96[0.78, 1.00] — —%
Zheng 2011 80 13 8 58  091[0.83,0.96]  0.82[0.71,0.90] & &
Ziegler 1993 5 4 4 50  093[082,098 093082098 , . &, . , &

r T
002040608 10020406081
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Figure 3: ROC curve for endoscopic ultrasound to distinguish superficial (T1-2) from

deeper (T3-4) stage cancer
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Figure 4: Endoscopic ultrasound to distinguish T1 from T2 gastric cancer

Study

Ahn 2009 64 4 3 0 0.96 [0.87, 0.99]
Akahoshi 1991 37 7 3 14 0.93[0.80, 0.98]
Akahoshi 1998 61 2 5 5 0.92[0.83, 0.97]
Akashi 2006 161 6 3 24 0.98 [0.95, 1.00]
Ang 2006 13 1 1 6 0.93[0.66, 1.00]
Barbour 2007 42 9 17 32 0.71[0.58, 0.82]
Bentrem 2007 41 8 21 63 0.66 [0.53, 0.78]
Bhandari 2004 27 0 2 4 0.93[0.77, 0.99]
Bohle 2011 3 1 12 24 0.20 [0.04, 0.48]
Botet 1991 4 1 0 7 1.00 [0.40, 1.00]
Caletti 1993 5 0 2 5 0.711[0.29, 0.96]
Chen 2002 7 1 0 5 1.00 [0.59, 1.00]
Dittler 1993 22 1 5 51 0.81[0.62, 0.94]
Fran&#231;0is 1996 7 0 1 4 0.88[0.47, 1.00]
Furukawa 2011 94 0 4 8 0.96 [0.90, 0.99]
Ganpathi 2006 15 2 4 21 0.79[0.54, 0.94]
Garlipp 2011 11 2 16 65 0.411[0.22,0.61]
Grimm 1993 28 2 10 54 0.74[0.57, 0.87]
Heye 2009 1 1 0 9 1.00[0.03, 1.00]
Hwang 2010 162 21 18 51 0.90 [0.85, 0.94]
H&#252;nerbein 1998 5 0 2 5 0.711[0.29, 0.96]
H&#252;nerbein 2004 14 1 4 15 0.78 [0.52, 0.94]
Javaid 2004 7 2 122 0.88[0.47, 1.00]
Kim 2007 179 10 1 9 0.99[0.97, 1.00]
Kutup 2012 11 4 15 52 0.421[0.23, 0.63]
Lee 2012 155 9 37 61 0.81[0.74, 0.86]
Lok 2008 3 0 10 14 0.23 [0.05, 0.54]
Mancino 2000 24 3 3 6 0.89[0.71, 0.98]
Massari 1996 12 2 0 12 1.00 [0.74, 1.00]
Murata 1988 8 5 6 9 0.93[0.86, 0.98]
Nomura 1999 16 3 0 1 1.00 [0.79, 1.00]
Pedrazzani 2005 6 1 2 21 0.75[0.35, 0.97]
Perng 1996 14 7 8 7 0.64 [0.41, 0.83]
Polkowski 2004 4 0 5 11 0.44[0.14,0.79]
Potrc 2006 2 0 9 37 0.18[0.02, 0.52]
Repiso 2010 5 0 5 6 0.50[0.19, 0.81]
Saito 1991 41 2 5 12 0.89[0.76, 0.96]
Shimizu 1994 72 1 8 9 0.90[0.81, 0.96]
Shimoyama 2004 21 1 0 15 1.00 [0.84, 1.00]
Tan 2007 7 1 1 16 0.88[0.47, 1.00]
Tio 1989 10 1 3 17 0.77 [0.46, 0.95]
Tsendsuren 2006 10 0 2 20 0.83[0.52, 0.98]
Tseng 2000 12 2 0 21 1.00[0.74, 1.00]
Wang 1998 19 3 8 28 0.70 [0.50, 0.86]
Willis 2000 8 4 2 42 0.80 [0.44, 0.97]
Zheng 2011 33 2 7 46 0.82[0.67, 0.93]
Ziegler 1993 20 2 2 30 0.911[0.71, 0.99]

Figure 5: ROC curve of endoscopic ultrasound to distinguish between T1 and T2 stage

gastric cancer

TP FP FN TN Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% CI)

0.00 [0.00, 0.60]

Specificity (95% CI)
I

0.67 [0.43, 0.85] —& — &
0.711[0.29, 0.96] & — &
0.80 [0.61, 0.92] a —
0.86 [0.42, 1.00] — % —
0.78[0.62, 0.89] — —
0.89[0.79, 0.95] - &
1.00 [0.40, 1.00] —& — 1
0.96[0.80,1.00) — & —=
0.88 [0.47, 1.00] E— —
1.00 [0.48, 1.00] - — 1
0.83 [0.36, 1.00] — 1 E—
0.98 [0.90, 1.00] — 4
1.00 [0.40, 1.00] — — 1
1.00 [0.63, 1.00] L — 1
0.91[0.72, 0.99] — —&
0.97 [0.90, 1.00] —— 4
0.96 [0.88, 1.00] —i —#
090[055,100] — & — &
0.711[0.59, 0.81] & —&
1.00 [0.48, 1.00] — & — 1
0.94 [0.70, 1.00] — — &
0.92[0.73, 0.99] — —&
0.47 [0.24, 0.71] L —

0.93 [0.83, 0.98] —— &
0.87 [0.77, 0.94] &+ &
1.00[0.77,1.00] — & —1
0.67 [0.30, 0.93] —& —
0.86 [0.57, 0.98] —1 —
0.64 [0.35, 0.87] = —
0.25[0.01, 0.81] —a
0.95[0.77, 1.00] — & —=
0.50 [0.23, 0.77] —— —
1.00[072,1.000 —  ® — 1
1.00[0.91,1.00] — & -1
100[0.54,1.000 & —
0.86 [0.57, 0.98] —& —
0.90 [0.55, 1.00] &+ —
0.94 [0.70, 1.00] —a — &
0.94 [0.71, 1.00] — — %
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Figure 6: Endoscopic ultrasound to distinguish T1a from T1b stage gastric cancer

Study TP FP EN TN Sensitivity (95% CI) Specificity (95% CI) Sensitivity (95% CI)  Specificity (95% CI)
Akahoshi 1998 40 2 13 11 0.75[0.62, 0.86] 0.85[0.55, 0.98] —& — &
Akashi 2006 125 15 4 20 0.97 [0.92, 0.99] 0.57 [0.39, 0.74] L —

Choi 2010 487 139 147 157 0.77[0.73, 0.80] 0.53 [0.47, 0.59)] L +*

Hizawa 2002 147 24 18 31 0.89 [0.83, 0.93] 0.56 [0.42, 0.70] = —
Ha#252;nerbein2004 4 0 0 14 1.00 [0.40, 1.00] 1.00 [0.77, 1.00] — —a
Kim 2007 70 3 40 67 0.64 [0.54, 0.73] 0.96 [0.88, 0.99] &+ &
Kim 2010 105 10 20 34 0.84[0.76, 0.90] 0.77 [0.62, 0.89)] &+ —
Lee 2012 34 11 73 74 0.321[0.23, 0.41] 0.87 [0.78, 0.93] -+ &
Mitsunaga 2012 68 6 3 15  0.96[0.88, 0.99] 0.711[0.48, 0.89] = —
Mouri 2009 147 13 1 30 0.99 [0.96, 1.00] 0.70 [0.54, 0.83] L —
Murata 1988 47 7 9 28  084[072,092] 0.80 [0.63, 0.92] &+ —i
Nomura 1999 4 3 1 0.80[0.28, 0.99] 0.73[0.39, 0.94] [ — &
Ohashi 1999 37 9 1 2 0.97 [0.86, 1.00] 0.18[0.02, 0.52] —a

Okada 2011 344 85 25 72 0.93[0.90,0.96] 0.46 [0.38, 0.54] L -+

Okamura 1999 2 2 7 10 0.76 [0.56, 0.90] 0.83 [0.52, 0.98] — —
Saito 1991 18 1 5 22 0.78[0.56,0.93] 0.96 [0.78, 1.00] — —&
Shimizu 1994 37 2 9 32  0.80[0.66 0.91] 0.94 [0.80, 0.99] —& —&
Shimoyama 2004 2 2 2 15 0.50 [0.07, 0.93] 088[0.64,099] — ™ —
Yamamoto 2012 56 12 3 4  0.95[0.86,0.99] 0.25[0.07, 0.52] -+ ——

Yanai 1997 48 4 23 21 0.68[0.55, 0.78] 0.84 [0.64, 0.95] — —
Yanai 1999 21 12 1 15 0.95[0.77, 1.00] 0.56 [0.35, 0.75] —% —
Yoshida 2005 246 11 17 19 0.94 [0.90, 0.96] 063[044,080 | | 4 o '= — =_.'_. )

T T T T T 1
0020406081 0020406081

Figure 7: ROC curve of endoscopic ultrasound to distinguish between T1a and T1b
stage gastric cancer
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Figure 8: Endoscopic ultrasound to detect nodal metastasis of gastric cancer
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Figure 9: ROC curve of endoscopic ultrasound for nodal staging of gastric cancers
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Figure 10: Endoscopic ultrasound to detect T1 disease in oesophageal cancer

Study TP FP FN TN Sensitivity (95% Cl) Specificity (95% Cl) Sensitivity (95% Cl)Specificity (95% ClI)
CatalanolEnd) 6 2 12 B0 0.33 [0.13, 0.39] 0.98 [0.91, 1.00] — 4
Catalano(Bwal 12 2 3 122 0.86 [0.64, 0.97] 0.98 [0.94, 1.00] — a
Choi 3% 1 10 538 0,80 [0.66, 0.90] 0,98 [0.91, 1.00] —— -
Gheorghe 2 0 1 38 0.67 [0.09, 0.99] 1.00 D91, 1.00] ———&%—— —a
Grimm @ 3| 1 17 0,80 [0.35, 1.00] 0,32 [0.20, 0.46] — & ——

Heintz 2 0 2 18 0,30 [0.07, 0.83] 1.00 @81, 1.00] —— &% — —a
Hunerbein.C g 1 7 80 0.36 [0.30, 0.80] 0,88 [0.83, 1.00] — -
Hunerbein. M o 2 2 15 0.00 [0.00, 0.84] 0.88 [0.64, 0.95]) =———— — &
Kienle 2 1 7 87 0.83 [0.38, 0.84] 0,95 [0.94, 1.00] —a— -
Lee g 1 1 5 0,89 [0.52, 1.00] 0,83 [0.36, 1.00] — e
Lok o o 2 57 0,00 [0.00, 0.84] 1.00 (094 1.00] = -
Maszsari 3 0 1 386 0,75 [0.19, 0.99] 1.00 [0.80, 1.00] . — —a
MNesje 2 1 2 48 0,30 [0.07, 0.83] 0.8 [0.89, 1.00] ——&— —=
Mishirmaki 43 7 12 148 0.80 [0.68, 0.89] 0.94 [0.88, 0.98] — =
Pech g1 7 18 73 0.82 [0.73, 0.89] 0.91 [0.83, 0.956] —& &
Pham 4 3 1 20 0.80 [0.28, 0.99] 0.87 [0.68, 0.97] — —
Sandha 4 0 1 10 0,80 [0.28, 0.99] 1.00 [0.69, 1.00] —_— —a
Shin 162 12 40 26 0,80 [0.74, 0.85] 0.68 [0.51, 0.82] = ——
TialEnd) 2 1 2 @1 0,83 [0.32, 0.98] 0,89 [0.94, 1.00] e -
TiolEndo } 71 1 57 0,85 [0.47, 1.00] 0,85 [0.91, 1.00] — -
Tio{Eso] 8 1 2 71 0.82 [0.48, 0.98] 0.99 [0.93, 1.00] — -
Wazgquesz 1 2 1 332 0.30 [0.01, 0.99] 0.94 [0.81, 0.88] ———®&— —&
Wickers | 1 ad o0 48 1.00 [0.03, 1.00] 1.00[0.83, 1.00] —— = —a
WL 4 3 0 77 1.00 [0.40, 1.00] 0,96 [0.89, 0.99] E— -
en 12 2 2 11 0.86 [0.57, 0.98] 0,85 [0.35, 0.98] — —
Ziegler 4 0 1 32 0,80 [0.28, 0.99] 1.00 89 1000  —/—— W — -

] L 1 1 1 1
0020406081 0020406081

Figure 11: ROC curve of endoscopic ultrasound for detection of T1 disease in
oesophageal cancer
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Figure 12: Endoscopic ultrasound to detect T1a disease in oesophageal cancer
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Figure 13:

ROC curve of endoscopic ultrasound for detection of T1a disease in
oesophageal cancer
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Figure 15: ROC curve of endoscopic ultrasound for detection of T1b disease in
oesophageal cancer

1 0.8 0.8 0.7 C.6 0.5 0.4 0.3 0.2 o1 o
Specificity

0 f f f f

Figure 16: Endoscopic ultrasound to detect T2 disease in oesophageal cancer
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Figure 17: ROC curve of endoscopic ultrasound for detection of T2 disease in
oesophageal cancer
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Figure 18: Endoscopic ultrasound to detect T3 disease in oesophageal cancer
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Figure 19: ROC curve of endoscopic ultrasound for detection of T3 disease in
oesophageal cancer
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Figure 20: Endoscopic ultrasound to detect T4 disease in oesophageal cancer
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TiofEnd) 26 3 5 7O 0.84 [0.68, 0.93] 0,98 [0.88, 0.99] —— -
TiotEndao ) 20 1 2 43 0,81 [0.71, 0.98] 0,88 [0.88, 1.00] — —a
TiolEso} 22 1 2 57 0,92 [0.74, 0.99] 0,98 [0.91, 1.00] —& —a
Vickers | 1 0 0O 48 1.00 [0,03, 1.00] 1.00[0.83,1.00] ————— & -
WLy s 1 2 72 0,82 [0.48, 0.98] 0,95 [0.93, 1.00] — & -
Ziegler 1 1 1 18 0,85 [0,75, 1.00] 0,84 [0.71, 1.00] —= Q=

L 1 1 1 1 ] L 1 1 1 1 ]
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ROC curve of endoscopic ultrasound for detection of T4 disease in

Figure 21:
oesophageal cancer
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Figure 22:
oesophageal cancer

Endoscopic ultrasound to detect NO (absence of nodal metastasis) in
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Study TP FP FN TN Sensitivity (95% CI) Specificity (95% CI) Sensitivity (95% Cl)Specificity (95% CI)
CatalanolEnd] 4 7 2 57 0.94 [0.81, 0.99] 0,89 [0.78, 0.93] —= —=
CatalanolEva) a1l 22 4 88 0.89 [0.73, 0.97] 0.80 [0.71, 0.87] —a —
Choi 48 32 5 23 0.81 [0.80, 0.97] 0.42 [0.28, 0.56] — ——
Gheorghe g 1 3 11 0.55 [0.23, 0.83] 0.82 [0.62, 1.00] — — &
Grimm 37 5 4 17 0.90 [0.77, 0.97] 0.77 [0.55, 0.92] — ——
Heintz 4 2 o 13 1.00 [0.40, 1.00] 0.87 [0.60, 0.98] —x ——
Hunerbein.M 2 1 1 13 0.67 [0.09, 0.99] 0.83 [0.66, 1.00] e e— —&
Kienle 37 10 13 55 0.71 [0.57, 0.83] 0,85 [0.74, 0.92] —— —
Lee 13 2 1 2 0.893 [0.66, 1.00] 0.40 [0.05, 0.85] — % —&—
Lok 17 & 6 30 0.74 [0.52, 0.90] 0.83 [0.67, 0.94] —— ——
Lowe 10 s 5 a8 0.87 [0.38, 0.88] 0.86 [0.73, 0.93] —— —
Massari 1l 2 1 20 0.94 [0.71, 1.00] 0.87 [0.66, 0.97] —= —
Menningen 23 10 15 4% 0.61 [0.43, 0.76] 0.83 [0.71, 0.92] —— —-
Murata agd 29 121 154 0.88 [0.88, 0.90] 0.84 [0.78, 0.89] u -
Matsugoe 28 2 4 2 0.87 [0.68, 0.95] 0.71 [0.28, 0.95] — —
MNesje 21 21 1 25 0.85 [0.77, 1.00] 0.54 [0.38, 0.69] —& ——
Mishimalki 23 22 33 88 0.41 [0.28, 0.35] 0.80 [0.71, 0.87] —— —
Pech 48 29 20 82 0,71 [0.58, 0.81] 0.74 [0.83, 0.82] —— —
Pham 7 5 2 14 0.78 [0.40, 0.97] 0.74 [0.48, 0.91] — ——
Salminen a 1 4 14 0.67 [0.35, 0.90] 0.85 [0.75, 1.00] — —=
Sandha 3 1 2 10 0,80 [0.13, 0.93] 0,91 [0.38, 1.00] - & — &
Shin 135 31 52 2 0.72 [0.65, 0.78] 0,04 (0,00, 0.13] - L

Shinkai 28 41 20 13 0.58 [0.43, 0.72] 0.24 [0.13, 0.38] —a— ——

Staiger 13 @ 3 9 0.81 [0.54, 0.956] 0.50 [0.26, 0.74] — —
Takizawa 25 25 1& 352 0.57 [0.41, 0.72] 0.68 [0.536, 0.78] —a— ——
Tekola 27 10 1 i} 0.896 [0.82, 1.00] 0.00 [0.00, 0.31] —&

Tio(End] 17 1 17 6% 0.50 [0.32, 0.68] 0.8% [0.82, 1.00] —— n
Tio{Endo } 12 4 11 48 0.54 [0.33, 0.74] 0,92 [0.81, 0.98] —a— —=
Tio(Ezol 15 1 12 83 0.56 [0.35, 0.73] 0,98 [0.92, 1.00] —— —a
Toh 23 2 0 1 1.00 [0.85, 1.00] 0.33 [0.01, 0.91] —a ——
vickers | &amp; D 32 B ] 1 0.80 [0.64, 0.91] 0.11 [0.00, 0.48] —a— &

Wakelin a 2 6 12 0.60 [0.32, 0.84] 0.86 [0.57, 0.98] — —
WL g 19 240 0.75 [0.43, 0.95] 0.68 [0.54, 0.79] — ——
¥en 10 o 12 ] 0.45 [0.24, 0.68] 1.00 [0.48, 1.00] — —— &
Yoshikane 12 5 4 7 0,753 [0.48, 0.93] 0.58 [0.28, 0.85] —a— —
Ziegler g 4 3 1s 0.75 [0.43, 0.95] 0.64 [0.43, 0.82] — —
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2

Figure 24:

Study
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H.5.3 PET-CT for oesophageal cancer

Figure 23: ROC curve of endoscopic ultrasound to detect NO (absence of
nodal metastasis) in oesophageal cancer
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PET-CT for detection of nodal metastasis of oesophageal cancer
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Figure 25:

ROC curve of PET-CT for detection of nodal metastasis of oesophageal

cancer
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H.5.4 Laparoscopy for gastric cancer

Laparoscopy for detection of peritoneal metastasis of gastric cancer

3 Figure 26:

Study TP FP PN TN Sensitivity (95% Cl) Shecificity (95% Cl) ~ Sensitivity (05% Cl)  Specificity (95% CI)

Asencio 18497 16 0 2 42 0.89 [0.65, 0.89] 1.00 [0.92,1.00] — —a
Burke 1997 32 0 6 65 0.84 [0.69, 0.94] 1.00 [0.94, 1.00] —= -
Fujimura 2002 9 0 4 18 0.69 [0.39, 0.81] 1.00 [0.81,1.00] — & —a
Lavonius 2002 19 0 3 25 0.86 [0.65, 0.87] 1.00 [0.86, 1.00] — —a
Loy 1996 16 0 3 38 0.84 [0.60, 0.87] 1.00[0.91,1.00] — —a
Muntean2009 14 0 2 28 0.88[062,0.88)  1.00(0.88,1.00] — —=
Sarela 2006 151 0 41 360 0.79[0.72,0.84] 1.00 [0.98,1.00] - u
Stell 1996 9 0 4 52 069[0.39,081]  1.00(0.83,1.00] —— -
Tsuchida 2011 5 0 1 14 0.89 [0.52,1.00] 1.00@7r o0 ﬁ._: —_— :_.'

0020406081 00204086081

© National Institute for Health and Care Excellence 2017
28



H.6 Staging investigations

H.7
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Figure 27:
gastric cancer

ROC curve of laparoscopy for detection of peritoneal metastasis of
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What are the optimal staging investigations to determine suitability for curative
treatment of gastric cancer after diagnosis with endoscopy and whole-body CT scan?

See H.5

Which people with adenocarcinoma of the stomach and
oesophagus should have their tumours HER2 tested?

Not applicable to this review.
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H.8 T1NO oesophageal cancer

What is the optimal management of TINO oesophageal cancer?

Extended endoscopic mucosal resection (EMR) versus (oesophagectomy]

Figure 28:

EMR versus oesophagectomy in patients with TINO squamous cell

oesophageal cancer (median follow up 48 months). Overall survival

EMR surgery
Study or Subgroup  Events Total Events Total

Hazard Ratio
0O-E Variance Exp[{0-E) V], Fixed, 95% CI|

Hazard Ratio

Shimizu 2002 4 26 ] 44 1.3 28 1.60[0.49, 5.15]

Exp[(0-E) V], Fized, 95% Cl

Extended endoscopic mucosal resection (EMR) versus en
dissection (ESD)

01 0.2 0.5 b} 5
Favours EMRE  Fawvours surgery

doscopic submucosal

Figure 29: EMR versus ESD in patients with TINO squamous cell oesophageal
cancer (follow up 12 months). Disease free survival
EMR ESD Hazard Ratio Hazard Ratio
Study or Subgroup  Events Total Events Total O-E VWariance Exp[{0-E) V], Fixed, 95% Cl Exp[{0-E) | V], Fixed, 95% CI
Takahashi 2010 16 184 1 116 578 403 4.2001.58,11.14] —t
0.01 01 10 100
Favours EMRE Fawvours ESD
Figure 30: EMR versus ESD in patients with TINO squamous cell oesophageal
cancer. Pathological margins free of tumour (post-treatment)
EMR ESD Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fized, 95% CI
Takahashi 2010 144 184 113 116 0.80[0.74, 0.87] +
01 02 05 2 5 10
Fawours ESD Fawvours EMRE
Figure 31: EMR versus ESD in patients with TINO squamous cell oesophageal
cancer. Perforation (post-treatment)
EMR ESD Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
Takahashi 2010 3 184 3 116 063013 307 t
01 02 05 2 5 10
Favours EMRE Fawvours ESD
Figure 32: EMR versus ESD in patients with TINO squamous cell oesophageal
cancer. Stenosis (post-treatment)
EMR ESD Risk Ratio Risk Ratio
Studhy or Subgroup  Bwvents Total Events Total M-H, Fized, 95% CI M-H, Fized, 95% CI
Takahashi 2010 17 184 20 116 0.54[0.29, 098] ——
01 02 05 2 5 10
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Surgical treatment of oesophageal cancer

What is the most effective operative approach for the surgical treatment of
oesophageal cancer?

Tranhiatal versus transthoracic oesophagectomy in oesophageal cancer

Figure 33: Post-operative complications: Anastomotic leak

Transhiatal Transthoracic Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 Thracotomy+Laparotomy
Chu 1997 2 20 i 18 A% 476[0.24 93149]
Goldmine 1933 f 18 7 16 9345% 0.76 [0.32,1.80] t
Subtotal {95% CI) 38 35 100.0% 1.02 [0.45, 2.29]
Total events 8 7

Heterogeneity: Chif=1.43 df=1 (P =022, F=32%
Test for overall effect; £=0.05 (F = 0.96)

1.5.4 Thoracotomy+Laparotomy+Cervical incision

Chow 2008 4 36 f 41 5249% 076 [0.23, 2.48]
Jacohi 1987 (1) 3 16 A 16 471% 0EO[0AT, 2.10]
Subtotal {95% CI) 52 57 100.0% 0.68 [0.29, 1.62]
Total events 7 11

Heterogeneity: Chi*=0.07, df=1 (P=0.73; F=0%
Test for averall effect: £= 0.86 (F = 0.39)

0.m 01 10 100
Favours transhiatal Favours transthaoracic

(1) Caution - double counted with pulmonary complications

Figure 34: Post-operative complications: Pneumonia

Transhiatal Transthoracic Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 Thracotomy+Laparotomy
Chu 1997 2 20 a 18 G.9% 4.76[0.24 93149
Goldmine 1993 g 18 7 16 935% 076 [0.32,1.80] t
Subtotal {95% CI) 38 35 100.0% 1.02 [0.45, 2.29]
Total events 8 7

Heterogeneity, ChifF=1.48 di=1 (P =022, F=32%
Test for overall effect: Z=0.05 (F = 0.96)

1.5.4 Thoracotomy+Laparotomy+Cervical incision

Chou 2008 4 36 f 41 A249% 076 [0.23, 2.48]
Jacohi 1987 (1) 3 16 il 16 471% 060017, 2.10]
Subtotal {95% CI) 52 57 100.0% 0.68 [0.29,1.62]
Total events 7 11

Heterogeneity, Chif=0.07 df=1{P=0.79); F=0%
Testfor overall effect: £=0.86 (F =039

0.01 01 1 10 100
Favours transhiatal Favours transtharacic

(1) Caution - double counted with pulmonary complications
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Figure 35: Intraoperative blood loss (ml)

Transhiatal Transthoracic Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.3.1 Thoracotomy+Laparotomy
Chu 1997 724 58 20 671 47 19 523% 53.00[19.94, 86.06] ——
wan Sandick 2003 100 4518 10 13925 885 10 47.7% -39.25[-90.11, 11.61] —
Subtotal (95% CI) 0 29 100.0% 8.98 [-81.33, 99.29] e —

Heterogeneity: Tau® = 3776.13; Chi? = 8.88, df = 1 (P = 0.003); I’ = 89%
Test for overall effect; Z = 0,19 (P = (0,85)

1.3.2 Thoracotomy+Laparotomy+ Cervical incision
Chou 2009 3785 243.4 40 3625 227.4
Subtotal (95% CI) 4

Heterogeneity, Not applicable

Test for overall effect: 2 = 0.20 (P = 0.76)

40 100.0% 16.00 [-87.23, 119.23]
40 100.0% 16.00 [-87.23,119.23]

Test for subgroup differences: Chi? = 0.01, df = 1 (P = 0.92), I = 0%

Figure 36:  Length of operation (minutes)

—+—

-100  -50 0 50 100
Favours tranhiatal Favours transthoracic

Transhiatal Transthoracic Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Thoracotomy+Laparotomy
Chu 1997 174 6 20 210 7 19 543% -36.00 [-40.10,-31.90] |
Goldminc 1993 (1)  287.4 1326 18 376.2 106.8 16 6.1% -88.80 [169.37,-8.23]
van Sandick 2003 27 1445 10 41.42 2505 10 39.6% -14.42-32.34,3.50] d
Subtotal (95% CI) 48 45 100.0% -30.68 [-51.82, -9.55] <
Heterogeneity: Tau®= 209.85, Chi*=7.00, df=2(P=0.03), F=71%
Testfor averall effect: Z= 2.85 (P = 0.004)
1.4.2 Thoracotomy+Laparotomy+Cervical incision
Chou 2009 2636 534 40 3847 028 47 100.0% -121.10[152.37,-89.83) t
Subtotal (95% CI) 40 47 100.0% -121.10 [-152.37, -89.83]
Heterogeneity: Not applicable
Test for overall effect Z=7.59 (P =< 0.00001)

-200  -100 0 100 200

Testfor subgroup differences; Chi*=22.05, df=1 (P =0.00001), F= 955%
(1) Median to mean converted by NGA team

Mean lymph nodes resected

Transhiatal Transthoracic
Study or Subgroup Mean 5D Total Mean SD Total Weight

Figure 37:
Mean Difference
IV, Fixed, 95% CI

Favours transhiatal Favours transthoracic

Mean Difference
IV, Fixed, 95% CI

1.6.1 Thoracotomy+Laparotomy+Cervical incision

Hulscher 2002 /Omlao 2007 1& =] 94 31 14
Subtotal (95% CI) 94
Heterogeneity, Mot applicable

Test for overall effect: 2 = 9.25 (P < 0.00001)

111 1o0.0% -15.00([-18.18, -11.82]
111 100.0% =-15.00[-18.18, -11.82]

Test for subgroup differences: kot applicable
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Figure 38:
Transhiatal Transthoracic
Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Resection of tumour with marginal clearance

Risk Ratio
M-H, Fixed, 95% CI

1.7.1 Thoracotomy+Laparotomy+Cervical incision:R0 resection

Hulscher 2002 fOmloo 2007 &8 a4 79 111 7l.2%
Subtotal (95% CI) 94 111 71.2%
Total events &8 79

Heterogeneity. kot applicakle
Test for overall effect: 2 = 0.1% (P = 0.85)

1.7.2 Thoracotomy+Laparotomy+Cervical incision: R1 resection

Hulscher 2002 j0Omlao 2007 23 94 28 111 25.2%
Subtotal (95% CI) 94 111 25.2%
Total events 23 28

Heterogeneity. Mot applicakle
Test for overall effect; £ = 0.12 (P = 0.490)

1.7.3 Thoracotomy+Laparotomy+Cervical incision: R2 resection

102 [0.86, 1.21]
1.02 [0.86, 1.21]

0,97 [0.60, 1.56]
0.97 [0.60, 1.56]

Hulscher 2002 fOmloo 2007 1 a4 4 111 365 Q.30 [0.03, 2.60]
Subtotal (95% CI) 94 111 3.6%  0.30 [0.03, 2.60] ——e
Total events 1 4
Heterogeneity: kot applicakle
Test for owerall effect: 2 = 110 {F = 0.27)
Total (95% CI) 282 333 100.0% 0.98 [0.82, 1.17] *
Total events 92 111
i i?= = = 1R = I } } |
_I;!etterfogenen\.{”(:r# ; ;.3’_56[121’4— P2 _(PO—SE;S 1 1° = 0% B o1 o1 T o 100
estrar overall effect: £ = U. (_2‘ 81 . Favours transthoracic Favours transhiatal
Test for subgroup differences; Chi® = 1.26, df = 2 (P = 0.52), I = 0%
Figure 39: Recurrence
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.8.1 Thoracotomy+Laparotomy
Chu 1957 4 20 [ 19 100.0% 063 [021, 1.90]
Subtotal (95% CI) 20 19 100.0% 0.63 [0.21, 1.90]
Total events 4 G
Heterogeneity. Mot applicable
Test for overall effect: 2 = 0.82 (P = 0.42)
1.8.2 Thoracotomy+Laparotomy+Cervical incision
Hulscher 2002 fOmloo 2007 59 a5 59 110 100.0%  1.16 [0.92, 1.46]
Subtotal (95% CI) 95 110 100.0% 1.16 [0.92, 1.46]
Total events 3=l 59
Heterogeneity. Mot applicable
Test for overall effect: 2 = 1.23 (P = 0.22)
I } } { t }
0l 072 05 1 Z S 10

Test for subgroup differences: Chie = 1.11, df = 1 (P = 0.29), I* = 9.8%
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Figure 40: Mortality

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.10.1 Thoracotomy+Laparotomy
Chu 19497 (1) 0 20 0 19 Mot estimahble
Goldmine 1993 (2) 7 32 3 35 100.0% 0.73[0.13, 4.09] i
Subtotal (95% CI) 52 54 100.0% 0.73[0.13, 4.09]
Total events 2 3

Heterogeneity: Mot applicable
Testfor overall effect Z=036(F=072)

1.10.2 Thoracotomy+Laparotomy+Cervical incision
Jacobi 1997 (3) 1 16 1 16 100.0% 1.00[0.07, 14 64] l

Subtotal (95% Cl) 16 16 100.0% 1.00 [0.07, 14.64]

Total events 1 1

Heterogeneity: Mot applicahle
Test for overall effect 2= 0.00 (P =1.00)

001 04 10 100
. ) Favours transhiatal Favours transthoracic
Test for subgroup differences: Chif=0.04, df=1{FP=0.234), F= 0%
(1) 30-day mortality
(2) hospital death (up to 80 days)
(3) 30-day mortality

Figure 41: Overall survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

1.2.1 Thoracotomy+Laparotomy+ Cervical incision
Hulscher 2002 fOmloo 2007 013 023 100.0% 1.14[073, 1.79]
Subtotal (95% CI) 100.0% 1.14 [0.73, 1.79]

Heterogeneity. Mot applicable
Test for owerall effect: 2 = 0.57 (P = 0.57)

05 0.7 1 15 )
Favours transhiatal Favours transthoracic

Test for subgroup differences: Mot applicable

Figure 42: Progression-free survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.11.1 Thoracotomy+ Laparotomy+Cervical incision
Hulscher 2002 fOmloo 2007 0.16 023 100.0% 1.17 [0.7%, 1.84]
Subtotal (95% CI) 100.0% 1.17 [0.75, 1.84]
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.70 (P = 0.4%)

02 05 1 ) 5

. : Favours transhiatal Fawvours transthoracic
Test for subgroup differences: Mot applicable
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H.9.2 Totally minimally invasive versus any open oesophagectomy

Figure 43: Post-operative complications

MIO Open Risk Ratio Risk Ratio
Study or Subgroup Bvents Total BEvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.1.1 Anastomotic leak
Eiere 2012 7548 4 66 BTA%  1EBE[0.51,5.37] —i—
Guo 2013 1 111 2 10 3249% 0.80 [0.048, 5.39] =
Subtotal (95% CI) 170 166 100.0% 1.28 [0.46, 3.55] —esaifiiRae.—
Total events 8 4

Heterogeneity: Chi®= 080, df=1 (P =0.37); F=0%
Testfor overall effect £= 047 (P = 0.64)

2.1.2 Pulmonary complications

Biere 2012 2 A4 2 A6 18.5% 095014, 6.51]

Guo 2013 3 1M1 9 110 B1.5% 0.33[0.09,1.19)] —.—-
Subtotal (95% CI) 170 166 100.0%  0.44[0.16, 1.26] —ail——
Total events ] 11

Heterogeneity: Chi®= 080, df=1 (P =0.27); F=0%
Testfor overall effect: Z=153 (FP=013)

005 02 5 20
Favours MIO  Favours open

Testfor subgroup differences: Chi*=2.02, df=1{P=0.16), F=50.4%

Figure 44: Intraoperative blood loss (ml)
MIO Open Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI

Biere 2012 4085 213.4 54 1,008.4 7EEZ 56 48.4% -600.90 [-821.80, -380.00]

Gun 2013 580 3244 110 2187 1944 111 5S0.6% 37030 [299.71, 440.89]

Total (95% CI) 169 167 100.0% -109.43 [-1061.12, 842.26]
Heterogeneity. Tau® = 464614.93; Chi? = 67.38, of = 1 (F < 0.00001); 1> = 99%
Test for owverall effect: 7 = 0.23 (P = 0.82)

-500 -250 0 250 500
Favours MIO Favours open

Figure 45: Length of operation (minutes)

MIO Open Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Biere 2012 32671 12347 59 308.67 13271 A6 156% 18.04 [25.82, 64.90]
Guo 2013 2713 57.9 111 2187 81 110 84.4% A3.60[33.47, 7373 —.—
Total (95% CI) 170 166 100.0% 48.06 [29.56, 66.56] B
Heterogeneity: Chif=1.87, df=1 (P=0.17); F= 46% } 1

-100 -50 0 50 100

Test far overall effect: 2= 5.09 (P = 0.00001) Favours MO Favours open

Figure 46: EORTC Quality of life — Global score

MIO Open Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CI
Biere 2012 61 18 54 51 21 A6 100.0% 1000[2.83,17.17]
Total (95% CI) 59 56 100.0% 10.00[2.83,17.17] &
Heterageneity: Mot applicable f

100 -50 0 a0 100

Testfor overall effect; 2= 2.74 (P = 0.00&) Favours open Favours MIO
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Figure 47: Resection margin
MIO Open Risk Ratio Risk Ratio

Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.6.1R0

Biere 2012 a4 A4 47 A6 90.4% 1.08[0.495,1.25)]

Subtotal (95% CI) 59 56  90.4% 1.09 [0.95, 1.25]

Total events a4 a7

Heterogeneity: Mot applicahle

Testfor overall effect Z=1.23 (P =022

2.6.2R1

Biere 2012 1 A4 5 1] 9.6% 019002, 1.57]

Subtotal (95% CI) 59 56 9.6%  0.19[0.02, 1.57] e

Total events 1 4]

Heterogeneity: Mot applicahle

Testfor overall effect =194 (P =012

Total (95% CI) 118 112 100.0% 1.00 [0.86, 1.18] L ]

Total events a4 a2

Heteraogeneity: Chi = 375, df=1(F=0.058)F=73% oo o e o0

Testfor overall effect, £=0.05 (P = 0.96) Favours MIO  Favours open

Testfor subgroup diferences: Chif= 261, df=1(P=011), F=61.7%
Figure 48: Mean number of lymph nodes resected

MIO Open Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Biere 2012 2178 1077 59 59 1055 56 500% -37 22 [-41.12, -23.22] -

Guo 2013 24.3 21 111 192 125 110 50.0% 5.10 [0.55, 9.65]

Total (95% CI) 170 166 100.0% -16.08 [-57.55, 25.40)

Heterogeneity: Tau? = 890.82; ChiZ = 191.61, df = 1 (P < 0.00001); IF = 99% f } f }

Test for owerall effect; 2 = 0.76 (F = 0.45] -50 F;\?Oirs Dpeanamurs En?o 50
Figure 49: 30-day mortality

MIO Open Risk Ratio Risk Ratio

Study or Subgroup  BPvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Biere 2012 1 a8 i 46 100.0% 2.85([0.12, 68.53]

Total (95% CI) 59 56 100.0% 2.85 [0.12, 68.53] e ——

Total events 1 a

ity i t } } f
Heterogeneity: Mot applicahle oo o 10 1oh

Test far averall effect £= 065 (P =052}
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H.9.3 Hybrid minimally invasive versus open oesophagectomy

Figure 50: Postoperative complications
Hybrid Open Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

3.1.1 Pulmonary complication

Mariette 2015 15 1032 31 104 100.0%  0.5%[0.35, 0.98]
Subtotal (95% CI) 103 104 100.0% 0.59 [0.35, 0.98]
Total events 18 RS

Heterogeneity. Mot applicakble
Test for owerall effect: Z = 2.04 (P = 0.04)

3.1.2 Major post-operative complication

Mariette 2015 37 103 67 104 100.0% 056 [0.42, 0.75]
Subtotal (95% CI) 103 104 100.0% 0.56 [0.42, 0.75]
Toatal events 37 &7

Heterogeneity. Mot applicakble
Test for overall effect: Z = 2. 88 (P = 0.0001)

—_

P

03z
Test for subgroup differences: Chi? = 0.03, df = 1 (F = 0.87), 1? = 0%

e

0’5 i :

Favou.rs hybrid Favours open

Figure 51: 30-day mortality
Hybrid Open Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Mariette 2015 5 103 5 104 100.0% 1.01 [0.30, 3.38]
Total (95% CI) 103 104  100.0% 1.01[0.30, 3.38]
Total events a a

Heterogeneaity: Mot applicable
Test far averall effect Z=002 (P =099}

01

0.2 05 1 :
Favours hybrid Favours open

I

H.10 Lymph node dissection in oesophageal and gastric cancer

H.10.1

Does the extent of lymph node dissection influence outcomes in adults with

oesophageal and gastric cancer?

Overall survival following D2 versus D1 lymphadenectomy in patients with

gastric cancer.

Figure 52: Overall survival
D2 D1 Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI I, Random, 95% CI
Cuschieri 1999 0095 012 200 200 2¥3% 1.10[0.87,1.39] -
Degiuli 2014 0.03% 021 134 133 183% 1.04 [0.69, 1.57] —_—
Robertson 1994 0.3581 0463 29 25 6.3% 1.42[0.57, 3.52] ]
Songun 2010 -0.083 0085 2331 380 3N.0% 0.92[0.78,1.09] —
W 2006 0713 0224 111 M0 171% 0.49[0.32, 0.76] e —
Total (95% Cly g05 848 100.0% 0.91[0.71, 1.17] q-
Heterogeneity: Tau=0.05; Chi®=11.24, df=4 (P = 0.02); F= 4% D=2 D=5 ] é %

Testfor overall effect Z=072 (FP=0.47)
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H.10.2
with gastric cancer.

Disease free survival following D2 versus D1 lymphadenectomy in patients

Figure 53: Disease-free survival
D2 D1 Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio]  SE Total Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Cuschier 1999 003 0116 200 200 27.5% 1.03[0.82 1.29]

Songun 2010 -0.081 0075 331 380 G5.7%  0.895[0.82 1.10]

Wy 2006 -0.431 0233 111 110 6.8% 0.65[0.41,1.03]

Total (95% Cly 642 690 100.0% 0.95[0.84, 1.07]

Heterogeneity: Chi®= 314, df=2 (P = 0.21}), F= 36% UTS Df? 1- 115 i

Test for overall effect Z=0.90 (P = 0.37)

H.10.3 Post-operative mortality following D2
with gastric cancer.

Favours D2 Favours D1

versus D1 lymphadenectomy in patients

Figure 54: Post-operative mortality
D2 D1 Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight Y, Fixed, 95% Cl I, Fixed, 95% Cl
Cuschieri 19949 26 200 13 200 41.3%  2.00[1.06, 3.78] —
Dregiuli 2014 3134 4 133 TT% 074017, 3.26] —
Dent 1988 1] Fal 1] 22 Mot estimable
Liz2007 o 108 o 108 Mot estimable
Robertson 1994 1 29 n 25 1.7% 2.60[0.11,61.11]
Songun 2010 Iz an 15 380 472%  2.45[1.35 4.44] ——
WU 2006 1T 11 1 110 2.2% 0.949[0.06, 15.64]
Total (95% CI) 935 978 100.0% 2.02[1.34, 3.04] -
Total events 63 33
Heterogeneity: Chi= 2 44, df=4 {F = 0.66);, F= 0% T o e e

Testfor overall effect £= 3.37 (P = 0.0008)

Favours D2 Fawours D
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Figure 55:

Adverse events

Adverse events following D2 versus D1 lymphadenectomy in patients with
gastric cancer.

D2 D1 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.5.1 Pancreatic leak
Degiuli 2010 4 134 1 133 147% 3.97 [0.45, 35.06] —
Hararink 2004 10 33 3 380 41.0% 3.83[1.06,13.79] -
Li 2007 6 109 2108 295% 2,97 [0.61, 14.40] o
Roberson 1594 1] 29 0 28 Mot estimable
W) 2006 1 1M T 111 147% 1.00[0.08, 15.79]
Subtotal (95% Cly 714 757 100.0% 3.18[1.36, 7.41] -
Total events 21 7
Heterogeneity: Chi*= 080, df=3(P=085); F=0%
Test for overall effect: Z= 2.68 (P = 0.007)
1.5.2 Reoperation rate
Degiuli 2010 4 134 3133 85% 1.32[0.30,5.80] e
Dent 1988 4 2 a 22 14% 941054, 164.74] *
Hararink 2004 a9 33 a0 380 TEA% 226 [1.49, 3.4 . 3
Liz2oo07 2 108 3109 84% 067 [0.11, 3.95] 1
Robertson 1994 9 29 1] 25 1.8% 1647 [1.01, 269.41] E——
Wy 2006 1T 1N o 1o 1.4% 2.97[012,72.20]
Subtotal (95% Cly 734 770 100.0% 2.37[1.63, 3.43] <>
Total events 74 36
Heterogeneity, Chi®= 538, df=8{F=037),F=7%
Test for averall effect Z=4.55 (P = 0.00001}
1.5.3 Anastomotic leak
Cuschieri 1999 26 200 11 200 3349% 236 [1.20, 4.65] ——
Degiuli 2010 0 a6 ] Th Mot estimahle
Dent 1988 1 21 a 22 1.5% 314 (013, 72.86]
Hararink 2004 a3 16 380 46.0% 2181[1.18,3.88] ——
Li2007 3 108 5 109 154% 0.61[0.15, 2.47] —_—T
Robertson 1994 3 29 1] 25 1.7% B.07[0.33112.07] +
Wy 2006 5 1N o 10 1.6% 10.90[0.61,194.82] *
Subtotal (95% Cl) 986 922 100.0% 2.20[1.47,3.29] <
Total events 68 32
Heterogeneity, Chif=4.88 df=48(P=042);F=0%
Test for overall effect: 7= 3.86 (P = 0.0001)
1.5.4 Haemorrhage
Cuschieri 1993 4 200 6 200 23.0% 067 [0.18, 2.33] i
Degiuli 2010 2 134 3133 11.5% 0.6E[0.11, 3.80] — 1
Hartgrink 2004 2 380 15 331 B1.5% 0.46[0.20, 1.08] —l—
Liz2007 0o 109 o 108 Mot estimahble
Robertson 1994 3 29 a 25 21%  B.07([0.33,11207 *
Wiy 2006 1T 1N o 1Mo 1.9% 297012, 72.20]
Subtotal (95% Cly 963 907 100.0% 0.70[0.39, 1.26] -
Total events 18 24
Heterogeneity, Chi®= 3.80, df=4 (P=043); F=0%
Test for overall effect Z=1.20(F=0.23)
1.5.5 Wound infection
Cuschieri 1989 10 200 g 200 358% 1.251[0.50, 3.10] —
Dent 1988 1] 21 0 22 Mot estimable
Hartarink 2004 o 3N 15 380 GB25% 2301[1.26,4.19] ——
Li 2007 0 1 o 108 Mot estimahle
Wy 2006 5 1" 2 10 16% 2500[5.48 114.10] _—t
Subtotal (95% Cl) 564 820 100.0% 2.29[1.45, 3.61]
Total events 45 28
Heterogeneity: Chi*=11.23, df= 2 (P = 0.004); = 82%
Test for overall effect Z= 3,47 (P = 0.0004)
1.5.6 Pulmonary complication
Cuschieri 1993 g 200 g 200 137% 1.60[0.53, 4.81] e
Degiuli 2010 8 134 B 133 166% 1.32[0.47,3.71] — T
Dent 1988 3 hal 3 22 81% 1.05[0.24 462] I E—
Hararink 2004 43 33 23 380 5B9% 2.451[1.52 3.9 -
Liz2oo07 5 109 1 108  28% 4.95[0.58, 41.71] —
Subtotal (95% Cl) 7O5 843 100.0% 2.10[1.44, 3.06] ’
Total events 73 a8
Heterogeneity, Chi®= 2,87, df=4 (P=058), F=0%
Test for overall effect. £= 3.87 (P = 0.0001)

0.01 01 10 100
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F.avours [D2] Favours [D1]
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1 H.10.5 Overall survival following D3 versus D2 lymphadenectomy in patients with
2 gastric cancer.
3 Figure 56: Overall survival
4
5
D3 D2 Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI I/, Fixed, 95% CI

Maets 1999 -0.198 0.3 35 35 9.8% 0.82[0.44, 1.54] I

Sasako 2008 003 0146 260 263 47.2% 1.03[0.77,1.37]

Yonemura 2008 -0 0153 134 135 43.0%  0.99[0.73,1.34]

Total (95% CI) 429 433 100.0% 0.99[0.81, 1.21]

Heterogeneity: Chi==l D.--_12, df= 25F'= 081 F=0% DTS Df.‘r’ 1- 1:5 i
6 Test for overall effect Z=0.09 (P =0.92) Fawours D2 Fawours D2
7 H.10.6 Disease (recurrence) free survival following D3 versus D2 lymphadenectomy in

8 patients with gastric cancer.

9 Figure 57: Disease-free survival
D3 D2 Hazaril Ratio Hazaril Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[{0-E) /V], Fixed, 95% Cl Exp[{O-E) 1], Fixed, 95% Cl
Sasako 2008 99 260 100 263 441 53.28 100.0% 1.08[0.83,1.41]
Yonermura 2008 (1) 52 134 B3 135 0 1] Mot estirnahle
Total (95% CI) 394 398 100.0% 1.08 [0.83, 1.41]
Total events 141 163

Heterogeneity: Mot applicable L t t T t t d

Test for overall effect = 0.56 (F = 0.57) o1 0e Favgﬂ}i [D3]1 Fa\tgufs 021 >

Footnotes
(1) Cannot calculate O-E and variance

12
13

14 H.10.7 Post-operative mortality following D3 versus D2 lymphadenectomy in patients
15 with gastric cancer

16 Figure 58: Post-operative mortality
17
18
D3 D2 Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEuvents Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
kulig 2007 7134 3141 523% 246 [0.65, 9.30] ——
Maeta 1999 1 35 1 35 124% 1.00[0.07,15.36]
Sasako 2008 2 260 2 263 243% 1.01 (014, 713] . E—
Yonemura 2008 4 134 0 135 109% 9.07[0.49 166.77] »
Total (95% CI) 563 574 100.0%  2.04 [0.78, 5.35] -poniine—
Total events 14 G
Heterogeneity: Chi=1.84, df= 3 (P =061, F=0% o o 1.D o0

Test for overall effect: Z=145 (P =013} Favours D2 Favours D2

19
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Adverse events following D3 versus D2 lymphadenectomy in patients with

gastric cancer.

Figure 59:  Adverse events

D3 D2 Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.3.1 Pancreatic leak
Kulig 2007 1 134 214 6.5% 0.53[0.05,5.73]
Maeta 1999 2 35 3 3 10.0% 07 [0.12,3.75] e
Sano 2004 16 260 14 3263 46.6% 1.16 [0.568, 2.33]
Yonemura 2006 15 128 11 128 36.8% 1.36 [0.65, 2.85] ?
Subtotal (95% CIy 557 567 100.0%  1.14[0.71, 1.83]
Total events 34 3o
Heterogeneity: Chi*=1.00, df= 3 (P =0.80); F=0%
Testfor overall effect 2= 0.95 (F = 0.498)
2.3.2 Anastomotic leak
Kulig 2007 9 134 9 141 I68% 1.05[0.43,2.587] —
Maeta 1993 2 35 3 35 9.2% 0E7 [0.12,3.75] T
Sano 2004 5 260 6 263 18.2% 0.84 [0.26,2.73] —
Yonemura 2006 11 128 15 128 458% 0.73[0.35,1.53] —
Subtotal (95% CIy h57 567 100.0%  0.83[0.51, 1.36] <
Total events 27 33
Heterogeneity: Chi*= 044, df= 3 {P =093}, F=0%
Testfor overall effect Z=0.73 (F = 0.46)
2.3.3 Wound infection
Kulig 2007 6 134 10 141 95.1% 0.63 [0.24,1.69] —.‘—
Yonemura 2006 2 128 o 128 4.8% 5.00[0.24,103.13] s
Subtotal (95% CIy 262 260 100.0%  0.84 [D.35, 2.05] .
Total events g 10
Heterageneity: Chi*=1.66, df=1 (P = 0.20); ?= 40%
Testfor overall effect Z= 037 (F=0.71)
2.3.4 Pulmonary complications
Kulig 2007 14 134 23 141 B0.0% 0.64 [0.34,1.19] —
Sano 2004 10 260 13 263 34.6% 0,78 [0.35,1.74] ——
Yohermura 2006 4 128 2 128 54% 200[0.37,10.73] N E—
Subtatal (95% CI) 522 532 100.0%  0.76[0.48, 1.21] <
Total events 28 38
Heterogeneity: Chi®=1.57 df= 2 (P = 0.46), F=0%
Testfor overall effect Z=115(P =025
2.3.5 Reoper ation rate
Maeta 1998 3 35 i] 35 91% 7.00[0.37, 130.69] s
Sano 2004 7 260 5 263 9058% 1.42 [0.46, 4.40] t
Subtatal (95% CI) 205 208 100.0%  1.93[0.69, 5.35]
Total events 10 ]
Heterogeneity: Chi®=1.03, df=1 (P =10.31), F= 3%
Testfor overall effect Z=126 (P =0.21)

.01 0 10 100

Favours [D3] Favours [D2]

H.10.9 Overall survival following 3-field versus 2-field lymphadenectomy in patients

with oesophageal cancer.

Figure 60:  Overall survival

3 Field 2 Field Hazard Ratio Hazard Ratio
Study or Subgroup  Ewvents Total Events Total 0-E Variance Weight E=p[{0-E) /], Fized, 95% Cl Exp[{0-E) /], Fized, 95% Cl
Kato 1891 27 77 42 73 1334 1643 T79.3% 044027072
Mishihara 1998 7 ) 11 o -2 428 207% 0.83[0.21,1.37] —
Total (95% Cly 109 103 100.0% 0.46[0.30, 0.71] <
Tatal events 34 a3

Heterogeneity: ChiF=0.11, df=1 (P=0.74), F= 0%
Test for overall effect £= 352 (P=0.0004)

0.01 01 10
Favours 3 field  Favours 2 field
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H.10.10 Post-operative mortality following 3-field versus 2-field lymphadenectomy in
patients with oesophageal cancer.

Figure 61: Post-operative mortality
3 Field 2 Field Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Puents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
kato 1991 2 T 9 T3 MT% 0.21 [0.05, 0.94]
Mishihara 1998 1 3z 2 an 183% 0.47 [0.04, 4.91]
Total (95% CI) 109 103 100.0%  0.26 [0.07, 0.90] ~easifiiie-—
Total events 3 11
Heterogeneity, Chif=032 df=1{F=0487) F=0% 'IZI.D1 D:1 1'IZI 1I:|I:|'

Test far overall effect: £= 213 {P=003 Favaurs 2 field Fawours 2 fizld

H.10.11 Adverse events following 3-field versus 2-field lymphadenectomy in patients
with oesophageal cancer

Figure 62:  Adverse events

© National Institute for Health and Care Excellence 2017
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3 Field 2 Field Risk Ratio Risk Ratio
Study or Subgroup  BEvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 Any surgical complication
Kata 1991 29 T 18 T3 100.0% 1.53[0.93, 2.50] !
Subtatal (95% CI) 77 ¥3 100.0% 1.53[0.93, 2.50]
Total ewents 24 14

Heterogeneity: Mot applicahble
Testfor overall effect: Z= 168 (F=0.09)

1.3.2 Recurrent nerve palsy

Kata 1991 11 77 15 T3 T4E% 0.70[0.34,1.41] —-
Mishihara 1998 18 32 5 o /1% 338 [1.43, 7.95] — &
Subtatal {95% CI) 109 103 100.0% 1.37 [0.82, 2.27] -

Total ewents 24 20

Heterogeneity: Chi®= 777, df =1 {F=0.009); F= 87%
Testfor overall effect: Z=1.21 (P =0.23)

1.3.3 Anastomotic leak

Kata 1991 26 77 17 T3 TIE% 1.45[0.86, 2.44] -
Mishihara 1998 2 32 ] 30 26.2% 0.31[0.07,1.43] =

Subtotal {95% CI) 109 103 100.0% 1.15[0.71, 1.86] B
Total ewents 28 23

Heterogeneity: Thi*= 358, df=1 (P =0.068); F=72%
Testfor averall effect: 2= 058 (F = 0.96)

1.3.4 Pulmonary complication
Mishihara 1898 B 32 § 30 100.0%  1.13[0.38 330) i
Subtotal (95% CI) 32 30 100.0% 1.13[0.38, 3.30]

Total ewents 3 4]
Heterogeneity: Mot applicable

Testfor overall effect: Z=0.21 (F=0.83)

1.3.5 Chndothorax

Kata 1991 0 77 3 T3 100.0% 0.14[0.01, 258 + .
Hishihara 1598 1] a a I} Mot estimable

Subtotal {95% CI) 77 73 100.0% 0.14 [0.01, 2.58] e —
Total ewents 1] 3

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.33(FP=0.18)

1.3.6 Phrenic nerve palsy

Mishihara 1998 4 32 il 30 100.0% B.45[0.47, 150.68]
Subtatal {95% CI) 32 30 100.0% 8.45[0.47, 150.66] ——
Total ewents 4 a

Heterogeneity: Mot applicable
Testfor overall effect: Z=145(F=0.19)

1.3.7 Tracheostomy

.

Mishihara 1998 17 a2 3 a0 100.0% 531 [1.73 16.31]
Subtotal (95% CI) 32 30 100.0% 531[1.73, 16.31]
Total events 17 3

Heterogeneity: Mot applicahle
Testfor overall effect; £= 2,92 (P =0.004)

0.01 0.1 10 100
Fawours 3 Field Favours 2 Field

H.11 Localised oesophageal and gastro-oesophageal junctional
adenocarcinoma

What is the optimal choice of chemotherapy or chemoradiotherapy in relation to
surgical treatment for people with localised oesophageal and gastro-oesophageal
junctional cancer?

© National Institute for Health and Care Excellence 2017
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Comparison 1: Preoperative chemotherapy versus postoperative

chemotherapy

Figure 63:

Preoperative CT

Overall survival

Postoperative CT

Hazard Ratio Hazard Ratio

Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E) / V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
Ando 2011 (1) 0 164 0 166 -13.16 41.82 100.0% 0.73[0.54, 0.99]
Total (95% Cl) 164 166 100.0% 0.73 [0.54, 0.99] &
Total events 0 0
L y y )
Heterogeneity: Not applicable ! T T !
9 4 PP 0.01 0.1 1 10 100

Test for overall effect: Z =2.03 (P = 0.04)

Footnotes

(1) number of event not reported

Figure 64:

Favours preoperative CT  Favours postoperative CT

Progression free survival

Preoperative CT  Postoperative CT Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E)/ V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
Ando 2011 (1) 0 164 0 166 -8.35 47.9 100.0% 0.84[0.63, 1.12]
Total (95% CI) 164 166 100.0% 0.84[0.63, 1.12]
Total events 0 0
! } } ]
Heterogeneity: Not applicable ! T ! J !
Test 9 y” e pr;_ 121(P=02 0.01 0.1 1 10 100
est for overall effect: 2 =1.21 (P = 0.23) Favours preoperative CT  Favours postoperative CT
Footnotes
(1) number of events not reported
Figure 65:  Anastomotic leakage
Preoperative CT  Postoperative CT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ando 2011 19 153 24 162 100.0% 0.84 [0.48, 1.47]
Total (95% CI) 153 162 100.0% 0.84[0.48, 1.47]
Total events 19 24

Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.54)

Figure 66:

Preoperative CT

Wound infection

Postoperative CT

T T
0.01 0.1 1 10 100
Favours preoperative CT  Favours postoperative CT

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ando 2011 16 153 20 162 100.0% 0.85[0.46, 1.57]

Total (95% Cl) 153 162 100.0% 0.85 [0.46, 1.57]

Total events 16 20

Heterogeneity: Not applicable
Test for overall effect: Z = 0.53 (P = 0.60)

Figure 67:

Preoperative CT

Postoperative CT

T T
0.01 0.1 1 10 100
Favours preoperative CT  Favours postoperative CT

Pulmonary complications

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ando 2011 24 153 21 162 100.0% 1.21[0.70, 2.08]

Total (95% CI) 153 162 100.0% 1.21[0.70, 2.08]

Total events 24 21

Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

T
0.01 0.1 1 10 100
Favours preoperative CT  Favours postoperative CT
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Figure 68:

Preoperative CT

Postoperative CT

Cardiovascular complications

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events

Total Weight M-H, Fixed, 95% CI

M-H, Fixed, 95% CI

Ando 2011 4 153 3 162 100.0% 1.41[0.32,6.21]
Total (95% Cl) 153 162 100.0%  1.41[0.32,6.21] ‘
Total events 4 3
L 1 1 1
Heterogeneity: Not applicable ! T T 1
T fg yu i ?‘;-046 P=06 001 o1 ! 10 100
est for overall effect: Z = 0.46 (P = 0.65) Favours preoperative CT  Favours postoperative CT
Figure 69:  Treatment-related mortality
Preoperative CT  Postoperative CT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ando 2011 1 153 2 162 100.0% 0.53[0.05, 5.78]
Total (95% CI) 153 162 100.0%  0.53[0.05, 5.78] ——e
Total events 1 2
! 1 1 ]
Heterogeneity: Not applicable ! ' ! !
9 Y PP 0.01 0.1 1 10 100

Test for overall effect: Z = 0.52 (P = 0.60)
<Insert Note here>

Figure 70:

Preoperative CT

Study or Subgroup Events Total Events

RO tumour resection rate

Postoperative CT

Risk Ratio
Total Weight M-H, Fixed, 95% CI

Favours preoperative CT  Favours postoperative CT

Risk Ratio
M-H, Fixed, 95% CI

Ando 2011 157 164 151
Total (95% Cl) 164
Total events 157 151

Heterogeneity: Not applicable
Test for overall effect: Z = 1.73 (P = 0.08)

Figure 71:

Study or Subgroup log[Hazard Ratio] SE Weight

166 100.0% 1.05[0.99, 1.12]

166 100.0% 1.05[0.99, 1.12]

Hazard Ratio
IV, Fixed, 95% CI

T T T T T
05 0.7 1 1.5 2

Favours postoperative CT Favours preoperative CT

H.11.2 Comparison 2: Preoperative chemotherapy versus surgery alone

Overall survival (according to histology subtype)

Hazard Ratio
IV, Fixed, 95% CI

10.1.1 SCC

Ancona 2001
Law 1997
Nygaard 1992

-0.163 0.256 6.4%
-046 0.167 15.1%
0.077 0.206 10.0% 1.08[0.72, 1.62]

0.85[0.51, 1.40]
0.63 [0.46, 0.88]

Schlag 1992a
Subtotal (90% CI)

0.174 0.321 4.1% 1.19[0.63, 2.23]
35.6% 0.83[0.70, 1.00]

Heterogeneity: Chiz = 5.59, df = 3 (P = 0.13); I2 = 46%

Test for overall effect: Z = 1.68 (P = 0.09)

10.1.2 Mixed

MRC Allum 2009
Subtotal (90% CI)

Heterogeneity: Not applicable
Test for overall effect: Z =2.15 (P = 0.03)

Total (90% Cl)

-0.174 0.081 64.4%

0.84[0.72, 0.98]
64.4% 0.84 [0.74, 0.96]

100.0% 0.84[0.75, 0.93]

Heterogeneity: Chi? = 5.59, df =4 (P = 0.23); I? = 28%

Test for overall effect: Z = 2.73 (P = 0.006)

Test for subaroup differences: Chi? = 0.00, df = 1 (P = 0.94), 1> = 0%

<Insert Note here>

<l

'

T T
0.01 0.1 1 10
Favours pre-op CT Favours surgery alone
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Figure 72:  Anastomotic leakage (according to histology subtype)

Preoperative CT  Surgery alone Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

10.4.1 SCC

Ancona 2001 2 48 1 48  2.8%  2.00[0.19, 21.33]

Baba 2000 5 21 6 21 16.9% 0.83[0.30, 2.31] - "

Law 1997 3 74 0 73 1.4% 6.91[0.36, 131.40] ’

Nygaard 1992 3 56 2 50 5.9% 1.34[0.23, 7.69] - 1

Subtotal (95% CI) 199 192 27.0% 1.38 [0.64, 2.99] ‘

Total events 13 9

Heterogeneity: Chi2 = 2.19, df = 3 (P = 0.53); I = 0%

Test for overall effect: Z=0.83 (P = 0.41)

10.4.2 Mixed

MRC Allum 2009 23 400 26 402  73.0% 0.89[0.52, 1.53] 1

Subtotal (95% CI) 400 402  73.0% 0.89 [0.52, 1.53]

Total events 23 26

Heterogeneity: Not applicable

Test for overall effect: Z=0.42 (P = 0.67)

Total (95% CI) 599 594 100.0% 1.02 [0.66, 1.59]

Total events 36 35

Heterogeneity: Chi2 = 2.42, df = 4 (P = 0.66); I = 0% f f ' f 1
0.01 0.1 1 10 100

Test for overall effect: Z=0.10 (P = 0.92)

Test for subaroup differences: Chi? = 0.85, df = 1 (P = 0.36), 1> = 0%
<Insert Note here>

Favours pre-op CT Favours surgery alone

Figure 73: Cardiovascular complications (according to histology subtype)

Preoperative CT  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.6.1 SCC
Ancona 2001 1 48 2 48  57% 0.50 [0.05, 5.33]
Law 1997 20 74 18 73 517%  1.10[0.63,1.90] :
Subtotal (95% CI) 122 121 57.4% 1.04[0.61, 1.77]
Total events 21 20

Heterogeneity: Chi2 = 0.40, df = 1 (P = 0.52); 12 = 0%
Test for overall effect: Z=0.13 (P = 0.89)

10.6.2 Mixed

MRC Allum 2009 14 400 15 402 42.6% 0.94 [0.46, 1.92]
Subtotal (95% CI) 400 402 42.6% 0.94 [0.46, 1.92]
Total events 14 15

Heterogeneity: Not applicable
Test for overall effect: Z=0.18 (P = 0.86)

Total (95% Cl) 522 523 100.0% 0.99 [0.65, 1.53]

Total events 35 35
Heterogeneity: Chi? = 0.47, df = 2 (P = 0.79); I = 0% f f f f 1
0.01 0.1 1 10 100
Test for overall effect: Z = 0.02 (P = 0.98)
Favours pre-op CT Favours surgery alone
Test for subaroup differences: Chi? = 0.05, df = 1 (P = 0.83), I? = 0%
<Insert Note here>
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Figure 74: Pulmonary complications (according to histology subtype)

Preoperative CT ~ Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.8.1 SCC
Ancona 2001 8 48 8 48  7.4% 1.00 [0.41, 2.45] -1
Baba 2000 9 21 4 21 3.7% 2.25[0.82, 6.18] T
Law 1997 24 74 33 73 30.7% 0.72[0.47, 1.09] —&
Nygaard 1992 3 56 5 50 4.9% 0.54[0.13, 2.13] - 1
Subtotal (95% Cl) 199 192 46.6% 0.86 [0.62, 1.21] ‘
Total events 44 50
Heterogeneity: Chiz = 4.78, df = 3 (P = 0.19); I? = 37%
Test for overall effect: Z = 0.84 (P = 0.40)
10.8.2 Mixed
MRC Allum 2009 56 400 58 402 53.4% 0.97 [0.69, 1.36] :
Subtotal (95% Cl) 400 402 53.4% 0.97 [0.69, 1.36]
Total events 56 58

Heterogeneity: Not applicable
Test for overall effect: Z=0.17 (P = 0.86)

Total (95% Cl) 599 594 100.0% 0.92[0.72, 1.17] ‘
Total events 100 108

! 1 1 ]
Heterogeneity: Chiz = 5.11, df = 4 (P = 0.28); I? = 22% ! ! ! !

0.01 0.1 1 10 100
Test for overall effect: Z = 0.67 (P = 0.50)

Favours pre-op CT Favours surgery alone
Test for subaroup differences: Chi2 = 0.22, df = 1 (P = 0.64), 1> = 0%
<Insert Note here>

Figure 75: Infectious complications (according to histology subtype)

Preoperative CT ~ Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.10.1 SCC
Ancona 2001 3 48 3 48 7.1% 1.00[0.21, 4.71]
Law 1997 4 74 7 73 16.8% 0.56 [0.17, 1.84] -
Subtotal (95% ClI) 122 121 23.9% 0.69 [0.27, 1.76] ‘
Total events 7 10

Heterogeneity: Chiz = 0.33, df = 1 (P = 0.56); 12 = 0%
Test for overall effect: Z = 0.77 (P = 0.44)

10.10.2 Mixed

MRC Allum 2009 21 400 32 402  76.1% 0.66[0.39, 1.12] . [
Subtotal (95% CI) 400 402 76.1%  0.66[0.39, 1.12] <P
Total events 21 32

Heterogeneity: Not applicable
Test for overall effect: Z = 1.53 (P = 0.13)

Total (95% Cl) 522 523 100.0%  0.67 [0.42, 1.06] <P

Total events 28 42
Heterogeneity: Chi? = 0.34, df = 2 (P = 0.84); I = 0% f f f {
0.01 0.1 1 10 100
Test for overall effect: Z = 1.71 (P = 0.09)
Favours pre-op CT Favours surgery alone
Test for subaroup differences: Chiz = 0.01. df = 1 (P = 0.93), I = 0%
<Insert Note here>
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Figure 76: Postoperative mortality (according to histology subtype)

Preoperative CT  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.13.1 SCC
Ancona 2001 1 48 2 48 3.8% 0.50 [0.05, 5.33]
Law 1997 5 74 6 73 11.3% 0.82[0.26, 2.58] D
Nygaard 1992 6 56 5 50 9.9% 1.07 [0.35, 3.30] -
Subtotal (95% Cl) 178 171 25.0%  0.87 [0.41, 1.85] ‘
Total events 12 13

Heterogeneity: Chi? = 0.35, df =2 (P = 0.84); I?= 0%
Test for overall effect: Z = 0.35 (P = 0.72)

10.13.2 Mixed

MRC Allum 2009 36 400 40 402 75.0% 0.90[0.59, 1.39]
Subtotal (95% ClI) 400 402  75.0% 0.90 [0.59, 1.39]
Total events 36 40

Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.65)

Total (95% Cl) 578 573 100.0%  0.90 [0.62, 1.30] <&

Total events 48 53
Heterogeneity: Chi? = 0.35, df = 3 (P = 0.95); I = 0% ‘ ‘ ‘ ‘
0.01 0.1 1 10 100
Test for overall effect: Z = 0.57 (P = 0.57)
Favours pre-op CT Favours surgery alone
Test for subaroup differences: Chi? = 0.01, df = 1 (P = 0.94), I* = 0%
<Insert Note here>

Figure 77: RO tumour resection rate (according to histology subtype)

Preoperative CT  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.15.1 SCC
Ancona 2001 37 48 35 48 12.7% 1.06 [0.84, 1.33] T
Law 1997 4 74 0 73  0.2% 8.88[0.49, 162.04] ’
Nygaard 1992 22 56 15 50 5.8% 1.31[0.77,2.23] I
Schlag 1992a 7 22 10 24 35% 0.76 [0.35, 1.66] 1
Subtotal (95% Cl) 200 195 22.1% 1.14[0.91, 1.44] ’
Total events 70 60
Heterogeneity: Chi? = 3.63, df = 3 (P = 0.30); = 17%
Test for overall effect: Z = 1.13 (P = 0.26)
10.15.2 Mixed
MRC Allum 2009 233 400 215 402 77.9% 1.09 [0.96, 1.23]
Subtotal (95% Cl) 400 402 77.9% 1.09 [0.96, 1.23]
Total events 233 215

Heterogeneity: Not applicable
Test for overall effect: Z = 1.36 (P = 0.17)

Total (95% CI) 600 597 100.0% 1.10[0.99, 1.23]
Total events 303 275
Heterogeneity: Chi? = 3.40, df = 4 (P = 0.49); I = 0% f f f f {
0.01 0.1 1 10 100
Test for overall effect: Z = 1.73 (P = 0.08) .
Favours surgery alone Favours preoperative CT
Test for subaroup differences: Chiz = 0.12, df = 1 (P = 0.72), 1= 0%

<Insert Note here>
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1 H.11.3 Comparison 3: Postoperative chemotherapy versus surgery alone

Figure 78: Disease free survival

Postoperative CT  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight _Exp[(O-E) / V], Fixed, 95% ClI Exp[(O-E) / V], Fixed, 95% ClI
Ando 2003 (1) o 120 o 122 -8.95 31.1 100.0% 0.75[0.53, 1.07]
Total (95% Cl) 120 122 100.0% 0.75 [0.53, 1.07]
Total events o o

Heterogeneity: Not applicable ; + t + {

Test f Il effect: Z = 1.60 (P = 0.11 oo b ! iy o0
est for overall effect: Z = 1.60 (P = 0.11) Favours postoperative CT Favours surgery alone

Footnotes

(1) number of event not reported. Hazard ratio adjusted for age, sex, performance status, tumour location, pathologic T-stage, intramural metastasis, pathologic N-stage, pathologic...

2 H.11.4 Comparison 4: Perioperative chemotherapy versus preoperative chemotherapy

Figure 79: Overall survival

Perioperative CT ~ Preoperative CT Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E)/ V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
Zhao 2015(i) (1) 146 173 158 170 -15.96 67.72 100.0% 0.79[0.62, 1.00]
Total (95% Cl) 173 170 100.0% 0.79 [0.62, 1.00]
Total events 146 158

! } } ]
Heterogeneity: Not applicable y T T

t
Test I e Z=104(p 0.01 0.1 1 10 100
estfor overall effect: Z = 1.94 (P = 0.05) Favours perioperative CT  Favours preoperative CT

Footnotes

(1) number of death=number entered - number survived at 5 years

Figure 80: Relapse free survival

Perioperative CT  Preoperative CT Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E)/ V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
Zhao 2015(i) (1) 151 173 160 170 -46.22 96.69 100.0% 0.62 [0.51, 0.76]
Total (95% Cl) 173 170 100.0% 0.62 [0.51, 0.76] ¢
Total events 151 160
! } } ]
T 1

Heterogeneity: Not applicable ' T
o Y i 0.01 0.1 1 10 100

-Z= <
Test for overall effect: 2= 4.70 (P < 0.00001) Favours Perioperative CT Favours Preoperative CT

Footnotes

(1) number of patients free from relapse = number entered - number of patients with relapse
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1

Figure 81:

Overall survival

Hazard Ratio

H.11.5 Comparison 5: Perioperative chemotherapy versus surgery alone

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
8.1.1AC

Ychou 2011 -0.161 0.071 69.0% 0.85[0.74, 0.98]

Subtotal (95% Cl) 69.0% 0.85[0.74, 0.98] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 2.27 (P = 0.02)

8.1.2 Mixed

Kelsen 1998 0.067 0.106 31.0%
Subtotal (95% CI) 31.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 0.63 (P = 0.53)

Total (95% Cl) 100.0%

Heterogeneity: Chiz = 3.19, df = 1 (P = 0.07); I = 69%
Test for overall effect: Z = 1.53 (P = 0.13)

1.07 [0.87, 1.32]
1.07 [0.87, 1.32]

0.91[0.81, 1.03]

0.01

Test for subaroup differences: Chi? = 3.19, df = 1 (P = 0.07), I?=68.7%

<Insert Note here>

Figure 82:

Perioperative CT

Surgery alone

Disease free survival

0.1 1 10 100
Favours peri-op CT Favours surgery alone

Hazard Ratio Hazard Ratio

Study or Subgroup Events Total Events  Total O-E Variance Weight Exp[(O-E) / V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
8.3.1AC

Ychou 2011 (1) 0 113 0 111 -17.36 40.31  27.9% 0.65 [0.48, 0.89] La
Subtotal (95% Cl) 113 111 27.9% 0.65 [0.48, 0.89] ‘
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Z = 2.73 (P = 0.006)

8.3.2 Mixed

Kelsen 1998 (2) 11 213 11 227 -6.89 104.38 72.1% 0.94[0.77, 1.13] !
Subtotal (95% CI) 213 227 72.1% 0.94[0.77,1.13]

Total events 1" 11

Heterogeneity: Not applicable

Test for overall effect: Z = 0.67 (P = 0.50)

Total (95% CI) 326 338 100.0% 0.85[0.72, 1.00] ’

Total events 11 11
Heterogeneity: Chiz = 3.87, df = 1 (P = 0.05); I* = 74%
Test for overall effect: Z = 2.02 (P = 0.04)

Test for subgroup differences: Chi? = 3.87, df = 1 (P = 0.05), 1> =74.1%

Footnotes
(1) number of disease free patients not reported

(2) number of patients with disease free after 5 years

<Insert Note here>

Figure 83:

Perioperative CT

Surgery alone

I | | |
T T 1
0.01 0.1 1 10 100

Favours peri-op CT Favours surgery alone

Any treatment-related complications

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.4.1AC

Ychou 2011 28 113 21 111 100.0% 1.31[0.79, 2.16]

Subtotal (95% CI) 113 111 100.0% 1.31 [0.79, 2.16]

Total events 28 21

Heterogeneity: Not applicable

Test for overall effect: Z = 1.05 (P = 0.29)

Total (95% CI) 113 111 100.0% 1.31[0.79, 2.16]

Total events 28 21

Heterogeneity: Not applicable
Test for overall effect: Z=1.05 (P = 0.29)

Test for subgroup differences: Not applicable
<Insert Note here>

T
0.1 1
Favours peri-op CT Favours surgery alone

T T
0.01 10
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Figure 84:  Treatment-related mortality

Perioperative CT  Surgery alone

Study or Subgroup Events Total Events Total Weight

M-H, Fixed, 95% CI

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

8.5.1 AC

Ychou 2011 5 113 5 111 28.0%
Subtotal (95% CI) 113 111 28.0%
Total events 5 5

Heterogeneity: Not applicable

Test for overall effect: Z=0.03 (P = 0.98)

8.5.2 Mixed

Kelsen 1998 10 233 13 234 72.0%
Subtotal (95% Cl) 233 234 72.0%
Total events 10 13

Heterogeneity: Not applicable

Test for overall effect: Z = 0.63 (P = 0.53)

Total (95% CI) 346 345 100.0%

Total events 15 18
Heterogeneity: Chiz = 0.10, df =1 (P = 0.75); 12 = 0%
Test for overall effect: Z = 0.54 (P = 0.59)

Test for subgroup differences: Chiz = 0.10, df = 1 (P = 0.75), I = 0%
<Insert Note here>

RO tumour resection rate

Perioperative CT

Figure 85:

Surgery alone

0.77 [0.35, 1.73]

0.83 [0.43, 1.62]

Risk Ratio

0.98 [0.29, 3.30]

0.98 [0.29, 3.30]

0.77 [0.35, 1.73]

-

>

T T
0.01 0.1 1 10 100
Favours peri-CT Favours surgery alone

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
8.6.1 AC

Ychou 2011 95 113 81 111 52.6% 1.15[1.00, 1.32]
Subtotal (95% CI) 113 111 52.6% 1.15[1.00, 1.32]
Total events 95 81

Heterogeneity: Not applicable

Test for overall effect: Z = 2.00 (P = 0.05)

8.6.2 Mixed

Kelsen 1998 133 233 135 234 47.4% 0.99[0.85, 1.16]
Subtotal (95% CI) 233 234  47.4% 0.99 [0.85, 1.16]
Total events 133 135

Heterogeneity: Not applicable
Test for overall effect: Z=0.13 (P = 0.89)

Total (95% ClI) 346 345 100.0%
Total events 228 216
Heterogeneity: Tau? = 0.01; Chi? = 2.26, df = 1 (P = 0.13); I> = 56%
Test for overall effect: Z = 0.87 (P = 0.39)
Test for subaroup differences: Chiz = 2.04, df = 1 (P = 0.15), I = 50.9%
<Insert Note here>

1.07 [0.92, 1.25]

0.01 0.1 1 10 100
Favours surgery alone Favours peri-op CT

Comparison 6: Preoperative chemoradiotherapy versus preoperative

chemotherapy

Overall survival

CRT fiby surgery  CT f/by surgery

Figure 86:

Hazard Ratio Hazard Ratio

Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E)/ V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
Klevebro 2015 (1) 48 90 46 91 242 23.19 100.0% 1.11[0.74, 1.67]

Total (95% CI) 920 91 100.0% 1.11[0.74, 1.67]

Total events 48 46

Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.62)

Footnotes

T T
0.01 0.1 1 10 100
Favours CRT f/lby Surgery Favours CT f/by Surgery

(1) number of death at 3 year = number entered - number of overall survival at 3 years; OS from HR analysis
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Figure 87:

Any treatment-related complication

CRT f/by surgery  CT f/by surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Klevebro 2015 42 90 35 91 100.0% 1.21[0.86, 1.71]
Total (95% Cl) 920 91 100.0% 1.21 [0.86, 1.71]
Total events 42 35
L 1 1 1
Heterogeneity: Not applicable ! T ! ) !
Test for overall effect: Z = 1.11 (P = 0.27) 001 o ! 10 10
Favours CRT f/by surgery Favours CT f/by surgery
<Insert Note here>
Figure 88:  Anastomotic leakage
CRT flby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.21AC
Burmeister 2011 2 39 2 36 23.0% 0.92[0.14, 6.21] - =
Subtotal (95% Cl) 39 36 23.0%  0.92[0.14, 6.21] ——
Total events 2 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.93)
7.2.2 Mixed
Klevebro 2015 10 90 7 91 77.0% 1.44 [0.58, 3.63] _‘._
Subtotal (95% CI) 90 91 77.0%  1.44[0.58, 3.63] ’
Total events 10 7
Heterogeneity: Not applicable
Test for overall effect: Z = 0.78 (P = 0.43)
Total (95% CI) 129 127 100.0% 1.32[0.58, 3.03] ’
Total events 12 9
Heterogeneity: Chiz=0.17, df = 1 (P = 0.68); I2= 0% f f f 1
Test for overall effect: Z = 0.67 (P = 0.50) 001 o1 ! 10 100
Favours CRT f/by surgery Favours CT f/by surgery
Test for subaroup differences: Chi? = 0.17, df = 1 (P = 0.68), I = 0%
<Insert Note here>
Figure 89:  Cardiac complications
CRT flby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.10.1 AC
Burmeister 2011 7 39 6 36 61.1% 1.08 [0.40, 2.90]
Subtotal (95% CI) 39 36 61.1% 1.08 [0.40, 2.90]
Total events 7 6
Heterogeneity: Not applicable
Test for overall effect: Z = 0.15 (P = 0.88)
7.10.2 Mixed
Klevebro 2015 7 90 4 91 38.9% 1.77 [0.54, 5.84] B —
Subtotal (95% Cl) 90 91  38.9% 1.77 [0.54, 5.84] ‘
Total events 7 4
Heterogeneity: Not applicable
Test for overall effect: Z = 0.94 (P = 0.35)
Total (95% Cl) 129 127 100.0%  1.35[0.63, 2.88] -
Total events 14 10
Heterogeneity: Chi? = 0.40, df = 1 (P = 0.53); I = 0% f f f {
0.01 0.1 1 10 100

Test for overall effect: Z = 0.77 (P = 0.44)

Favours CRT f/by surgery Favours CT f/by surgery
Test for subgroup differences: Chi? = 0.39, df = 1 (P = 0.53), I> = 0%

<Insert Note here>
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Figure 90:  Wound infections
CRT f/by surgery  CT flby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Burmeister 2011 5 39 1 36 100.0%  4.62[0.57, 37.64]
Total (95% CI) 39 36 100.0% 4.62[0.57, 37.64] ‘."
Total events 5 1

Heterogeneity: Not applicable

T T 1
0.1 1 10

0.01 100
Test for overall effect: Z = 1.43 (P = 0.15) Favours CRT f/by Surgery Favours CT f/by Surgery
<Insert Note here>
Figure 91:  Any treatment-related mortality
CRT f/by surgery  CT f/by surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.3.1AC
Burmeister 2011 (1) 0 39 0 36 Not estimable
Subtotal (95% CI) 39 36 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
7.3.2 Mixed
Klevebro 2015 (2) 5 90 2 91 100.0% 2.53[0.50, 12.69] i
Subtotal (95% CI) 90 91 100.0%  2.53[0.50, 12.69]
Total events 5 2
Heterogeneity: Not applicable
Test for overall effect: Z=1.13 (P = 0.26)
Total (95% CI) 129 127 100.0%  2.53 [0.50, 12.69] —~l
Total events 5 2 | | | |
Heterogeneity: Not applicable ! ! ! !
Test fo?over:II effectr:)pz =1.13 (P =0.26) 001 01 ! 10 100
Favours CRT f/by surgery Favours CT f/by surgery
Test for subgroup differences: Not applicable
Footnotes
(1) 30-days postoperative mortality
(2) 90-day mortality
<Insert Note here>
Figure 92: RO tumour resection rate
CRT flby surgery  CT flby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.6.1 AC
Burmeister 2011 33 39 29 36 65.3% 1.05[0.85, 1.29]
Subtotal (95% CI) 39 36 65.3% 1.05[0.85, 1.29]
Total events 33 29
Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.64)
7.6.2 Mixed
Klevebro 2015 20 25 16 25 34.7% 1.25[0.88, 1.78] LG
Subtotal (95% CI) 25 25 34.7% 1.25[0.88, 1.78] ’
Total events 20 16
Heterogeneity: Not applicable
Test for overall effect: Z = 1.24 (P = 0.22)
Total (95% Cl) 64 61 100.0%  1.12[0.93,1.35] *
Total events 53 45
Heterogeneity: Chi = 0.73, df = 1 (P = 0.39); I = 0% ‘ ‘ ‘ ‘
0.01 0.1 1 10 100

Test for overall effect: Z = 1.20 (P = 0.23)
Test for subaroup differences: Chi? = 0.69. df = 1 (P = 0.41), 1= 0%
<Insert Note here>

Favours CT f/by surgery Favours CRT f/by surgery
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Figure 93: Poor Tumour Regression Grade (TRG >2)

CRT fiby surgery  CT fiby surgery

Risk Ratio

Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% CIl

Risk Ratio
M-H, Random, 95% CI

741 AC

Burmeister 2011 27 a9 33 36 A3.1%
Subtotal (95% CI) 39 36 53.1%
Total events 27 33

Heterogeneity: Mot applicable
Testfor overall effect 7= 238 (P =002

7.4.2 Mixed

Klevabro 2014 ar 40 &1 91 46.8%
Subtotal (95% CI) 90 91 46.9%
Total events a7 GE

Heterogeneity; Mot applicable
Test for overall effect Z=4.01 (P = 0.0001)

Total (95% CI) 129 127 100.0%
Total events G4 99

Heterogeneity: Tau®=0.03; Chi*= 2.88, df=1 (P = 0.09); F= 65%
Testfor overall effect Z= 266 (P = 0.008)

Testfar subaroup differences: Chif= 242, df=1 (FP=012), F=587%

0.76[0.60, 0.95]
0.76 [0.60, 0.95]

0.57 [0.43,0.75]
0.57 [0.43, 0.75]

0.66 [0.49, 0.90]

© National Institute for Health and Care Excellence 2017

54

=
*

¢n

&

0.01

1N 10
Favours Preop CRT Favours Preop CT

100



DRAFT FOR CONSULTATION

1 H.11.7 Comparison 7: Preoperative chemoradiotherapy versus surgery alone

Figure 94:  Overall survival (according to histology subtype)

CRT f/by surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E)/ V], Fixed, 95% Cl Exp[(O-E) / V], Fixed, 95% CI
6.25.1 SCC
Apinop 1994 27 35 31 34  -32 1443 4.9% 0.80[0.48, 1.34] -
Bass 2014 41 46 50 52 -9.98 2266 7.7% 0.64 [0.43, 0.97] ™
Bosset 1997 96 143 95 139 -1.93 4775 16.3% 0.96 [0.72, 1.28] -
Lee 2004 22 51 19 50 -1.31 102 3.5% 0.88[0.48, 1.62] /T
Lv 2010 60 80 70 80 -16 3231 11.0% 0.61[0.43, 0.86] -
Mariette 2014 (1) 61 98 64 96 -0.38 383 13.0% 0.99[0.72, 1.36] -+
van Hagen 2012 33 41 39 43 -7.85 9.91 3.4% 0.45[0.24, 0.84] -
Subtotal (95% CI) 494 494 59.8% 0.79 [0.68, 0.92] ‘
Total events 340 368

Heterogeneity: Chi? = 10.08, df =6 (P = 0.12); > =41%
Test for overall effect: Z = 3.07 (P = 0.002)

6.25.2 AC

Bass 2014 46 58 53 55 -16.33 24.63 8.4% 0.52[0.35, 0.76]

van Hagen 2012 116 134 131 141 -11.55 37.02 12.6% 0.73[0.53, 1.01] ™
Subtotal (95% CI) 192 196 21.0% 0.64 [0.50, 0.82] ¢
Total events 162 184

Heterogeneity: Chi? = 1.82, df = 1 (P = 0.18); I> = 45%
Test for overall effect: Z = 3.55 (P = 0.0004)

6.25.3 Mixed

Burmeister 2005 (2) 113 128 118 128 -5.43 46.57 15.9% 0.89[0.67, 1.19] -
Tepper 2008 (3) 18 30 22 26 -9.75 9.95 3.4% 0.38[0.20, 0.70] -
Subtotal (95% CI) 158 154 19.2% 0.76 [0.59, 0.99] ¢
Total events 131 140

Heterogeneity: Chi?=6.11, df = 1 (P = 0.01); I> = 84%
Test for overall effect: Z =2.02 (P = 0.04)

Total (95% Cl) 844 844 100.0% 0.75 [0.67, 0.84] ]

Total events 633 692
! 1 1

Heterogeneity: Chi? = 20.26, df = 10 (P = 0.03); I =51% ' T T
0.01 0.1 1 10

Test for overall effect: Z = 4.88 (P < 0.00001) Favours CRT+S Favours S

Test for subgroup differences: Chi? = 2.24, df = 2 (P = 0.33), 1= 10.8%

Footnotes

(1) number of death not reported; calculated from survival rate; OS calculated from HR for death

(2) number of death calculated from overall survival rate

(3) number of death calcualted from overall survival rate
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Figure 95:  Overall survival (according to type of chemotherapy)

CRT flby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events  Total O-E Variance Weight  Exp[(O-E) / V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
6.26.1 Single drug CT
Bosset 1997 96 143 95 139 -1.93 4775 16.2% 0.96 [0.72, 1.28]
Subtotal (95% CI) 143 139 16.2% 0.96 [0.72, 1.28]
Total events 96 95
Heterogeneity: Not applicable
Test for overall effect: Z=0.28 (P = 0.78)
6.26.2 Double drug CT
Apinop 1994 27 35 31 34  -32 1443 4.9% 0.80[0.48, 1.34] -
Bass 2014 87 104 103 107 -22.6 47.16  16.0% 0.62[0.47,0.82] -
Burmeister 2005 (1) 113 128 118 128 -543 46.57 15.8% 0.89[0.67, 1.19] i
Lee 2004 22 51 19 50 -1.31 102 35% 0.88[0.48, 1.62] T
Lv 2010 60 80 70 80 -16 3231 11.0% 0.61[0.43, 0.86] -
Mariette 2014 (2) 61 98 64 96 -0.38 383 13.0% 0.99[0.72, 1.36] Bl
Tepper 2008 (3) 18 30 22 26 975 995 3.4% 0.38[0.20, 0.70] -
van Hagen 2012 (4) 150 178 171 188 -33.71 48.12 16.3% 0.50[0.37, 0.66] -
Subtotal (95% CI) 704 709 83.8% 0.69 [0.61, 0.78] 0
Total events 538 598
Heterogeneity: Chi? = 18.89, df = 7 (P = 0.009); I? = 63%
Test for overall effect: Z = 5.88 (P < 0.00001)
Total (95% CI) 847 848 100.0% 0.73 [0.65, 0.81] ‘
Total events 634 693
Heterogeneity: Chiz = 23.34, df = 8 (P = 0.003); I* = 66% f f f |
0.01 0.1 1 10 100

Test for overall effect: Z = 5.49 (P < 0.00001)
Test for subgroup differences: Chi? = 4.45, df = 1 (P = 0.03), 12 =77.5%

Footnotes

Favours CRT+S Favours S

(1) number of death calculated from overall survival rate

2) number of death not reported; calculated from survival rate; OS calculated from HR for death

)
3) number of death calcualted from overall survival rate
)

4) calculated number of death
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Figure 96:  Overall survival (according to type of radiotherapy)
CRT flby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events  Total O-E Variance Weight  Exp[(O-E) / V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
6.27.1 </=40Gy RT
Apinop 1994 27 35 31 34 32 1443 4.9% 0.80[0.48, 1.34] -
Bass 2014 87 104 103 107 -22.6 47.16  16.0% 0.62[0.47,0.82] -
Bosset 1997 96 143 95 139 -1.93 4775 16.2% 0.96 [0.72, 1.28] i
Burmeister 2005 (1) 113 128 118 128 -543 46.57 15.8% 0.89 [0.67, 1.19] -
Lv 2010 60 80 70 80 -16 3231 11.0% 0.61[0.43, 0.86] -
Subtotal (95% CI) 490 488 63.8% 0.77 [0.67, 0.89] ‘
Total events 383 417
Heterogeneity: Chi? = 7.33, df =4 (P = 0.12); I? = 45%
Test for overall effect: Z = 3.58 (P = 0.0003)
6.27.2 >40Gy RT
Lee 2004 22 51 19 50 -1.31 102 35% 0.88[0.48, 1.62] T
Mariette 2014 (2) 61 98 64 96 -0.38 383 13.0% 0.99[0.72, 1.36] Bl
Tepper 2008 (3) 18 30 22 26 975 995 3.4% 0.38[0.20, 0.70] T
van Hagen 2012 (4) 150 178 171 188 -33.71 48.12 16.3% 0.50[0.37, 0.66] -
Subtotal (95% CI) 357 360 36.2% 0.65 [0.54, 0.79] ¢
Total events 251 276
Heterogeneity: Chi2 = 14.21, df = 3 (P = 0.003); I = 79%
Test for overall effect: Z = 4.37 (P < 0.0001)
Total (95% CI) 847 848 100.0% 0.73 [0.65, 0.81] ‘
Total events 634 693
Heterogeneity: Chi? = 23.34, df = 8 (P = 0.003); I = 66% ‘ ‘ ‘ ‘
Test f Il effect: Z = 5.49 (P < 0.00001 001 01 ! 0 100
" Z= <
est for overall effect: 5.49( : ) Favours CRT+S Favours S
Test for subgroup differences: Chi? = 1.80, df = 1 (P = 0.18), 1= 44.3%
Footnotes
(1) number of death calculated from overall survival rate
(2) number of death not reported; calculated from survival rate; OS calculated from HR for death
(3) number of death calcualted from overall survival rate
(4) calculated number of death
Figure 97:  Disease free survival (according to type of histology)
CRT fiby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total 0O-E Variance Weight Exp[{O-E}/V], Fixed, 95% CI Exp[{0-E}/ V], Fixed, 95% CI
6.28.1 SCC
Bosset 19497 80 143 a7 139 1974 4384 492% 064 [0.47, 0.86] L
Lee 2004 a 51 a 50 -0.24 11.82 13.3% 0.98[0.85,1.73] I
Mariette 2014 {1) a4 98 84 96 -279 3344 375% 0.92 [0.66, 1.29) —a
Subtotal (95% CI) 202 285 100.0% 0.77 [0.63, 0.95] *»
Total events 164 186
Heterogeneity: Chi®= 3.31, df= 2 (P=0.149);, P = 40%
Test for overall effect 7=2 41 (P=002)
Total {95% Cl) 292 285 100.0% 0.77 [0.63, 0.95] L )
Total events 164 186
Heterogenelty, Ghi*= 3.31, df= 2 (F= 0,183 F= 40% b ) 5 e

Testfor overall effect Z2=2.41 (P=0.02)

Favouré CRT fiby Sx  Favours Sx alone

Testfor subgroup differences: Mat applicable

Footnotes

(1) number of death caculated from disease free survival rate; OS from reported HR

<Insert Note here>
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Figure 98: Disease free survival (according to type of chemotherapy)
CRT flby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[{O-E}/V], Fixed, 95% CI Exp[{O-E}/ V], Fixed, 95% CI
6.29.1 Single drug CT
Eosset 1997 a0 143 97 139 -19.74 4384 49.2% 064 [0.47, 0.86) L
Subtotal (95% CI} 143 139 49.2% 0.64 [0.47, 0.86] &
Total events an a7
Heterogeneity: Mot applicable
Test for overall effect: 2= 2.98 (P = 0.003)
6.29.2 Double drug CT
Lee 2004 1] a1 1] 50 -0.24 11.82  13.3% 095 [0.55 1.73] I
Mariette 2014 (1) 84 ag 89 95 -2.74 33.44  37.5% 0.92 [0.66, 1.29] _I
Subtotal (95% CI) 149 146 50.8% 0.94 [0.70, 1.25]
Total events g4 g9
Heterogeneity: Chi®= 003, df=1 (P = 0.85);, F=0%
Test for averall effect Z= 0,45 (P = 0.65)
Total (95% Cl) 292 285 100.0% 0.77 [0.63, 0.95] <
Total events 164 186
Heterogeneity: Chi®= 3.31,df= 2 (P = 0.19); F= 40% oot o 10

Testfor averall effect Z= 241 (P=002)

Testfor subgroup differences: Chi®= 3.27, df=1 (P=007), F=69.4%

Footnotes

(1) number of death caculated from disease free survival rate; OS from reported HR

<Insert Note here>

Favours CRT filby Sx Favours Sx alone

Figure 99: Disease free survival (according to type of radiotherapy)
CRT fiby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events  Total O-E Variance Weight Exp[{O-E}/V], Fixed, 95% CI Exp[{O-E}/ V], Fixed, 95% CI
6.30.1 <i=40Gy RT
Bosset 1997 g0 143 97 139 -19.74 43.84  49.2% 0.64 [0.47, 0.86] L
Subtotal (95% CI) 143 139 49.2% 0.64 [0.47, 0.86] &
Total events a0 97
Heterogeneity: Mot applicable
Testfor averall effect 2= 298 (P =0.003
6.30.2 »40Gy RT
Lee 2004 1] a1 1] 50 -0.24 11.82  13.3% 0498 [0.585 1.73] I
Mariette 2014 (1) g4 93 g9 96 -279 3344 375% 0.92 [0.66, 1.29) —I
Subtotal (95% CI) 149 146 50.8% 0.94 [0.70, 1.25]
Total events g4 g9
Heterogeneity: Chi*= 0.03, df= 1 (P = 0.85); F= 0%
Testfor overall effect: Z=0.45 (P = 0.649)
Total {95% CI} 202 285 100.0% 0.77 [0.63, 0.95] L ]

Total events 164

Heterogeneity: Chi*= 331, df= 2 (P = 0.149); F=40%

Testfor overall effect 2= 2.41 (F=0.02)

186

Testfor subgroup differences: Chi*=3.27, df=1 (P=007), F=63.4%

Footnotes

(1) number of death caculated from disease free survival rate; 03 from reported HR.

<Insert Note here>
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Figure 100: Any treatment-related complication (according to type of chemotherapy)

CRT f/by surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.4.1 Single CT
Bosset 1997 45 138 36 137 41.5% 1.24[0.86, 1.79]
Subtotal (95% CI) 138 137 41.5% 1.24 [0.86, 1.79]
Total events 45 36

Heterogeneity: Not applicable
Test for overall effect: Z = 1.15 (P = 0.25)

6.4.2 Doublet CT

Le Prise 1994 14 35 18 42 19.7% 0.93[0.55, 1.59] -
Lee 2004 13 35 19 48 18.4% 0.94 [0.54, 1.63] B
Mariette 2014 18 81 25 89 20.4% 0.79[0.47, 1.34] T
Subtotal (95% CI) 151 179 58.5% 0.88 [0.65, 1.20] ‘
Total events 45 62

Heterogeneity: Tau? = 0.00; Chi? = 0.26, df = 2 (P = 0.88); I> = 0%
Test for overall effect: Z = 0.79 (P = 0.43)

Total (95% Cl) 289 316 100.0% 1.02 [0.80, 1.29]
Total events 90 98
! 1 1 ]
Heterogeneity: Tau? = 0.00; Chi? = 2.17, df = 3 (P = 0.54); I? = 0% ! ! ' ! !
Test f Il effect: Z = 0.14 (P = 0.89 001 o ! 10 190
est for overall effect: 2= 0.14 (P = 0.89) Favours CRT f/by surgery Favours surgery alone
Test for subaroup differences: Chi? = 1.92, df = 1 (P = 0.17), I = 47.9%
<Insert Note here>

Figure 101: Any treatment-related complication (according to type of radiotherapy)

CRT flby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.5.1 </=40Gy RT
Bosset 1997 45 138 36 137 39.1% 1.24[0.86, 1.79] oL
Le Prise 1994 14 35 18 42 17.7% 0.93[0.55, 1.59] -
Subtotal (95% Cl) 173 179 56.8% 1.15[0.84, 1.55] ‘
Total events 59 54

Heterogeneity: Chiz = 0.74, df = 1 (P = 0.39); I = 0%
Test for overall effect: Z = 0.87 (P = 0.38)

6.5.2 >40Gy RT

Lee 2004 13 35 19 48 17.4% 0.94 [0.54, 1.63] "
Mariette 2014 18 81 25 89 25.8% 0.79[0.47, 1.34] LI
Subtotal (95% CI) 116 137 43.2% 0.85[0.58, 1.25] ‘
Total events 31 44

Heterogeneity: Chiz = 0.19, df = 1 (P = 0.66); I* = 0%
Test for overall effect: Z = 0.83 (P = 0.41)

Total (95% Cl) 289 316 100.0% 1.02 [0.80, 1.29]
Total events 90 98
! 1 1 ]
Heterogeneity: Chi?=2.17, df = 3 (P = 0.54); I’ = 0% ! § ' !
Test f Il effect: Z=0.15 (P = 0.88 001 o ! 10 10
est for overall effect: 2= 0.15 (P = 0.88) Favours CRT f/by surgery Favours surgery alone
Test for subaroup differences: Chi? = 1.42, df = 1 (P = 0.23), 1> = 29.6%
<Insert Note here>
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Figure 102: Treatment-related morbidity: Anastomotic leakage (according to type of

histology)
CRT f/by surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.1.1 SCC
Apinop 1994 1 26 2 34 16.2% 0.65[0.06, 6.83] "
Le Prise 1994 5 35 3 42 25.5% 2.00[0.51,7.79] -
Lv 2010 1 80 0 80 4.7% 3.00[0.12, 72.56]
Mashhadi 2015 0 50 1 50 14.0% 0.33[0.01, 7.99] =
Natsugo 2006 4 20 4 23 34.8% 1.15[0.33, 4.01] T
Subtotal (95% Cl) 211 229 95.3% 1.26 [0.58, 2.74]
Total events 1 10
Heterogeneity: Chi = 1.72, df =4 (P = 0.79); I = 0%
Test for overall effect: Z = 0.59 (P = 0.55)
6.1.2 Mixed
Tepper 2008 2 26 0 26 4.7% 5.00 [0.25, 99.34]
Subtotal (95% CI) 26 26  4.7% 5.00 [0.25, 99.34] ‘
Total events 2 0
Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)
Total (95% CI) 237 255 100.0%  1.44[0.69, 3.01] P9
Total events 13 10
Heterogeneity: Chi? = 2.47, df = 5 (P = 0.78); 12 = 0% f f f
0.01 0.1 1 10 100

Test for overall effect: Z = 0.97 (P = 0.33)

Test for subaroup differences: Chi2 = 0.76, df = 1 (P = 0.38), I2 = 0%
<Insert Note here>

Favours CRT f/by surgery Favours surgery alone

Figure 103: Treatment-related morbidity: Anastomotic leakage (according to type of

radiotherapy)
CRT f/by surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.2.1 </=40Gy RT
Apinop 1994 1 26 2 34 16.2% 0.65 [0.06, 6.83] =
Le Prise 1994 5 35 3 42  25.5% 2.00[0.51, 7.79] I L
Lv 2010 1 80 0 80 4.7% 3.00[0.12, 72.56]
Mashhadi 2015 0 50 1 50 14.0% 0.33[0.01, 7.99] =
Natsugo 2006 4 20 4 23  34.8% 1.15[0.33, 4.01] T
Subtotal (95% CI) 211 229 95.3% 1.26 [0.58, 2.74]
Total events 11 10
Heterogeneity: Chiz = 1.72, df = 4 (P = 0.79); 12 = 0%
Test for overall effect: Z = 0.59 (P = 0.55)
6.2.2 >40Gy RT
Tepper 2008 2 26 0 26 4.7% 5.00 [0.25, 99.34]
Subtotal (95% CI) 26 26 4.7% 5.00 [0.25, 99.34] "
Total events 2 0
Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)
Total (95% CI) 237 255 100.0%  1.44[0.69, 3.01] P
Total events 13 10
Heterogeneity: Chiz = 2.47, df = 5 (P = 0.78); I = 0% f f f
0.01 0.1 1 10 100

Test for overall effect: Z = 0.97 (P = 0.33)
Test for subaroup differences: Chi? = 0.76, df = 1 (P = 0.38), 12 = 0%

Favours CRT f/by surgery Favours surgery alone
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Figure 104: Treatment-related morbidity: Haemorrhage (>300 ml)

CRT f/by surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lv 2010 8 80 2 80 100.0% 4.00 [0.88, 18.26] 7]
Total (95% Cl) 80 80 100.0%  4.00 [0.88, 18.26] “
Total events 8 2
L 1 1 1
1

Heterogeneity: Not applicable !

T T
Test f Il effect: Z = 1.79 (P = 0.07 001 o1 ! 10 100
est for overall effect: Z = 1.79 (P = 0.07) Favours CT f/by surgery Favours surgery alone

Figure 105: Treatment-related morbidity: Stenosis

CRT f/by surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lv 2010 2 80 1 80 100.0% 2.00[0.19, 21.62]
Total (95% CI) 80 80 100.0%  2.00[0.19, 21.62] ——e
Total events 2 1
! 1 1 ]
T 1

Heterogeneity: Not applicable ! !
9 v PP 0.01 0.1 1 10 100

Test for overall effect: 2 = 0.57 (P = 0.57) Favours CRT f/by surgery Favours surgery alone

Figure 106: Treatment-related mortality

CRT flby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.15.1 SCC
Apinop 1994 5 35 5 34 29.7% 0.97 [0.31, 3.06] -
Bosset 1997 18 142 5 137 29.8% 3.47 [1.33, 9.09] —
Le Prise 1994 3 39 3 42 16.9% 1.08 [0.23, 5.02] —
Lee 2004 2 51 1 48 6.0% 1.88[0.18, 20.09]
Lv 2010 3 80 0 80 2.9% 7.00[0.37, 133.36] ’
Natsugo 2006 1 22 0 23 2.9% 3.13[0.13, 72.99]
Subtotal (95% CI) 369 364 881%  2.17[1.20,3.91] <@
Total events 32 14
Heterogeneity: Chi? =4.27, df =5 (P = 0.51); = 0%
Test for overall effect: Z = 2.57 (P = 0.01)
6.15.2 Mixed
Tepper 2008 1 28 1 26 6.1%  0.93[0.06, 14.09]
Subtotal (95% CI) 28 26 6.1%  0.93[0.06, 14.09] ’
Total events 1 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)
6.15.3 Unknown
Bagheri 2012 1 20 1 20 58%  1.00[0.07, 14.90]
Subtotal (95% CI) 20 20 5.8% 1.00[0.07, 14.90] ‘
Total events 1 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% CI) 47 410 100.0%  2.03[1.16, 3.55] <o
Total events 34 16
! 1 1 ]
1

Heterogeneity: Chiz = 4.77, df = 7 (P = 0.69); I* = 0% f U T
Test f Il effect: Z = 2.47 (P = 0.01 001 o1 ! 10 100
estfor overall effect: Z = 2.47 (P = 0.01) Favours CRT f/by surgery Favours surgery alone
Test for subgroup differences: Chi? = 0.63, df = 2 (P = 0.73), I>= 0%
<Insert Note here>
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Figure 107: Treatment-related mortality (according to type of chemotherapy)

CRT flby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.16.1 Single drug CT
Bosset 1997 18 142 5 137 36.9% 3.47[1.33,9.09] —
Subtotal (95% Cl) 142 137 36.9% 3.47 [1.33,9.09] ’
Total events 18 5

Heterogeneity: Not applicable
Test for overall effect: Z = 2.54 (P = 0.01)

6.16.2 Double drug CT

Apinop 1994 5 35 5 34 26.0% 0.97 [0.31, 3.06] -

Bagheri 2012 1 20 1 20 4.7% 1.00 [0.07, 14.90]

Le Prise 1994 3 39 3 42 14.4% 1.08 [0.23, 5.02] - rr

Lee 2004 2 51 1 48  6.1% 1.88[0.18, 20.09]

Lv 2010 3 80 0 80 3.9% 7.00[0.37, 133.36] »
Natsugo 2006 1 22 0 23 34% 3.13[0.13, 72.99]

Tepper 2008 1 28 1 26 4.6% 0.93[0.06, 14.09]

Subtotal (95% CI) 275 273  63.1% 1.28 [0.61, 2.66] -

Total events 16 11

Heterogeneity: Tau? = 0.00; Chi?2=2.12, df =6 (P = 0.91); 2= 0%
Test for overall effect: Z = 0.65 (P = 0.52)

Total (95% Cl) 417 410 100.0% 1.85[1.03, 3.31] S 4
Total events 34 16
L 1 1

Heterogeneity: Tau? = 0.00; Chi?2 = 4.77, df =7 (P = 0.69); I? = 0% ! T )
Test f Il effect: Z = 2.06 (P = 0.04 001 o ! 10 190
estfor overall effect: Z = 2.06 (P = 0.04) Favours CRT f/by surgery Favours surgery alone
Test for subgroup differences: Chi? = 2.62, df = 1 (P = 0.11), 12 = 61.9%
<Insert Note here>

Figure 108: Treatment-related mortality (according to type of radiotherapy)

CRT f/by surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.17.1 </=40Gy RT
Apinop 1994 5 35 5 34 29.7% 0.97 [0.31, 3.06] -
Bagheri 2012 1 20 1 20 5.8% 1.00 [0.07, 14.90]
Bosset 1997 18 142 5 137 29.8% 3.47 [1.33, 9.09] —
Le Prise 1994 3 39 3 42 16.9% 1.08 [0.23, 5.02] - r
Lv 2010 3 80 0 80 2.9% 7.00[0.37, 133.36] ’
Natsugo 2006 1 22 0 23 2.9% 3.13[0.13, 72.99]
Subtotal (95% Cl) 338 336 87.9% 2.11[1.17, 3.82] ‘
Total events 31 14

Heterogeneity: Chi? = 4.51, df =5 (P = 0.48); I = 0%
Test for overall effect: Z =2.47 (P = 0.01)

6.17.2 >40Gy RT

Lee 2004 2 51 1 48  6.0% 1.88[0.18, 20.09]

Tepper 2008 1 28 1 26 6.1%  0.93[0.06, 14.09]

Subtotal (95% CI) 79 74 121% 1.40 [0.24, 8.16] ’
Total events 3 2

Heterogeneity: Chiz = 0.15, df = 1 (P = 0.70); I = 0%
Test for overall effect: Z=0.38 (P = 0.71)

Total (95% CI) 417 410 100.0%  2.03[1.16, 3.55] <o
Total events 34 16
Heterogeneity: Chi? = 4.77, df = 7 (P = 0.69); I = 0% f f f 1
Test i Il effect: Z = 2.47 (P = 0.01 001 o ! 10 100
estfor overall effect: 2= 2.47 (P = 0.01) Favours CRT f/by surgery Favours surgery alone
Test for subaroup differences: Chi? = 0.19, df = 1 (P = 0.67). I = 0%
<Insert Note here>
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Figure 109: RO tumour resection rate (according to type of histology)

CRT f/by surgery  Surgery alone

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 90% CI M-H, Random, 90% CI
6.12.1 SCC

Bosset 1997 29 112 ] 94 0.3% 49.60 [4.80, 512.16]

Le Prise 1994 5 39 1 47 0.5% 6.03 [1.03, 35.24]

Lee 2004 35 35 42 48 16.9% 1.14 [1.03, 1.25] il

Lv 2010 76 80 64 80 16.8% 1.19[1.07, 1.31] bl

Mariette 2014 76 81 82 89 17.7% 1.02 [0.95, 1.09] )

Subtotal (90% CI) 347 358 52.2% 1.18 [0.94, 1.48] ’

Total events 221 189

Heterogeneity: Tau? = 0.06; Chi? = 42.24, df = 4 (P < 0.00001); I2=91%
Test for overall effect: Z = 1.21 (P = 0.23)

6.12.2 AC

Zhao 2015(ii) 36 36 32 40 15.5%
Subtotal (90% CI) 36 40 15.5%
Total events 36 32

Heterogeneity: Not applicable
Test for overall effect: Z = 2.66 (P = 0.008)

6.12.3 Mixed

Burmeister 2005 103 128 76 128 15.3%
van Hagen 2012 148 161 111 161 17.0%
Subtotal (90% CI) 289 289 32.3%
Total events 251 187

Heterogeneity: Tau? = 0.00; Chi? = 0.03, df = 1 (P = 0.87); 1> = 0%
Test for overall effect: Z =6.12 (P < 0.00001)

Total (90% CI) 672 687 100.0%

Total events 508 408

Heterogeneity: Tau? = 0.03; Chi? = 51.49, df =7 (P < 0.00001); I = 86%

Test for overall effect: Z = 2.60 (P = 0.009)

Test for subgroup differences: Chi? = 1.17, df = 2 (P = 0.56), I> = 0%
<Insert Note here>

1.24[1.09, 1.42]
1.24[1.09, 1.42]

1.36 [1.18, 1.56]
1.33[1.21, 1.47]
1.34 [1.24, 1.45]

1.23 [1.08, 1.40]

L

- u

0.01

T
0.1

Favours surgery alone

T
1 10

Figure 110: RO tumour resection rate (according to type of chemotherapy)
Risk Ratio
M-H, Random, 90% CI

CRT f/by surgery  Surgery alone
Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 90% CI

Favours CRT f/by surgery

6.13.1 Single drug CT

Bosset 1997 29 112 0 94 0.3%
Subtotal (90% CI) 112 94 0.3%
Total events 29 0

Heterogeneity: Not applicable
Test for overall effect: Z =2.75 (P = 0.006)

6.13.2 Double drug CT

Burmeister 2005 103 128 76 128 15.3%
Le Prise 1994 5 39 1 47 0.5%
Lee 2004 35 35 42 48 16.9%
Lv 2010 76 80 64 80 16.8%
Mariette 2014 76 81 82 89 17.7%
van Hagen 2012 148 161 111 161 17.0%
Zhao 2015(ii) 36 36 32 40 15.5%
Subtotal (90% CI) 560 593 99.7%
Total events 479 408

Heterogeneity: Tau? = 0.02; Chi? = 29.01, df =6 (P < 0.0001); I2 = 79%
Test for overall effect: Z = 3.14 (P = 0.002)

Total (90% CI) 672 687 100.0%

Total events 508 408

Heterogeneity: Tau? = 0.03; Chi? = 51.49, df = 7 (P < 0.00001); I> = 86%

Test for overall effect: Z = 2.60 (P = 0.009)

Test for subaroup differences: Chi? = 6.85, df = 1 (P = 0.009). I = 85.4%
<Insert Note here>

49.60 [4.80, 512.16]
49.60 [4.80, 512.16]

1.36 [1.18, 1.56]
6.03 [1.03, 35.24]
1.14[1.03, 1.25]
1.19[1.07, 1.31]
1.02 [0.95, 1.09]
1.33[1.21, 1.47]
1.24[1.09, 1.42]
1.21 [1.09, 1.33]

1.23 [1.08, 1.40]

© National Institute for Health and Care Excellence 2017

63

-4

e

0.01

T
0.1
Favours surgery alone

T
1 10
Favours CRT f/by surgery

10!



DRAFT FOR CONSULTATION

Figure 111: RO resection rate (according to type of radiotherapy)

CRT f/by surgery Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 90% CI M-H, Random, 90% CI
6.14.1 </=40Gy RT
Bosset 1997 29 112 0 94 0.3% 49.60 [4.80, 512.16]
Burmeister 2005 103 128 76 128 15.3% 1.36 [1.18, 1.56] -
Le Prise 1994 5 39 1 47 0.5% 6.03 [1.03, 35.24]
Lv 2010 76 80 64 80 16.8% 1.19[1.07, 1.31] -
Subtotal (90% CI) 359 349 32.9% 1.49 [1.01, 2.17] ‘
Total events 213 141

Heterogeneity: Tau? = 0.11; Chi? = 23.08, df = 3 (P < 0.0001); 12 = 87%
Test for overall effect: Z=1.71 (P = 0.09)

6.14.2 >40Gy RT

Lee 2004 35 35 42 48  16.9% 1.14 [1.03, 1.25] il

Mariette 2014 76 81 82 89 17.7% 1.02[0.95, 1.09] "

van Hagen 2012 148 161 111 161 17.0% 1.33[1.21, 1.47] -

Zhao 2015(ii) 36 36 32 40 155% 1.24 [1.09, 1.42] -

Subtotal (90% CI) 313 338 67.1% 1.17 [1.04, 1.32] l’

Total events 295 267

Heterogeneity: Tau? = 0.02; Chi? = 19.42, df = 3 (P = 0.0002); |12 = 85%

Test for overall effect: Z = 2.14 (P = 0.03)

Total (90% CI) 672 687 100.0% 1.23 [1.08, 1.40] ¢

Total events 508 408

Heterogeneity: Tau? = 0.03; Chi? = 51.49, df = 7 (P < 0.00001); I = 86% ‘ ‘ ‘
0.01 0.1 1 10

Test for overall effect: Z = 2.60 (P = 0.009)
Test for subgroup differences: Chi? = 0.95, df = 1 (P = 0.33), 2= 0%
<Insert Note here>

Favours surgery alone Favours CRT f/by surgery

1 H.11.8 Comparison 8: Postoperative chemoradiotherapy versus postoperative
chemotherapy

Figure 112: Overall survival

Postoperative CRT  Postoperative CT Hazard Ratio Hazard Ratio
Study or Subgroup Events Total  Events Total O-E Variance Weight Exp[(O-E) / V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
Tachibana 2003 10 22 10 23 0.08 5 100.0% 1.02[0.42, 2.44]
Total (95% CI) 22 23 100.0% 1.02[0.42, 2.44]
Total events 10 10

T T T
0.01 0.1 1 10 100

Favours postop CRT Favours postop CT

Heterogeneity: Not applicable
Test for overall effect: Z = 0.04 (P = 0.97)

3 H.11.9 Comparison 9: Postoperative chemoradiotherapy versus surgery alone

Figure 113: Overall survival

Postop CRT Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup  Events Total Events Total O-E Variance Weight Exp[(O-E) / V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
Lv 2010 (1) 59 78 70 80 -13.21 32.02 100.0% 0.66 [0.47, 0.94]
Total (95% CI) 78 80 100.0% 0.66 [0.47, 0.94] 0
Total events 59 70
! 1 1 ]
T 1

Heterogeneity: Not applicable ! !
9 Y PP 0.01 0.1 1 10 100

Test for overall effect: 2 = 2.33 (P = 0.02) Favours postop CRT  Favours surgery alone

Footnotes

(1) number of death = number entered - number survived
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Figure 114: Treatment-related mortality

Surgery followed by CRT  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lv 2010 (1) 0 78 0 80 Not estimable
Total (95% ClI) 78 80 Not estimable
Total events 0 0
! 1 1 ]
T T 1

Heterogeneity: Not applicable !
9 v PP 0.01 0.1 1 10 100

Test for overall effect: Not applicable Favours postop CRT  Favours surgery alone

Footnotes
(1) no death in either arm

Figure 115: Radical resection rate

Surgery followed by CRT  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Lv 2010 61 78 64 80 100.0% 0.98 [0.83, 1.15]
Total (95% Cl) 78 80 100.0% 0.98 [0.83, 1.15]
Total events 61 64

T
0.01 0.1 1 10 100
Favours surgery flboy CRT Favours surgery alone

Heterogeneity: Not applicable
Test for overall effect: Z=0.28 (P = 0.78)

H.12 Gastric Cancer

H.12.1

What is the optimal choice of chemotherapy of chemoradiotherapy in relation to
surgical treatment for gastric cancer?

Post-operative chemoradiotherapy versus post-operative chemotherapy

Figure 116: Overall survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bamias 2010 0.18 0.23 15.8% 1.20[0.76, 1.88] I
Kim 2012 -0.14 0.33 7.7% 0.87[0.46, 1.66] -
Kwon 2010 -0.11 043  45% 0.90[0.39, 2.08] - T
Lee 2012 0.12 019 232% 1.13[0.78, 1.64] -
Yu 2012 -0.76 0.37 6.1% 0.47[0.23, 0.97] B
Zhu 2012 -0.21 0.14 427% 0.81[0.62, 1.07] L
Total (95% CI) 100.0% 0.91 [0.76, 1.09] ﬂ
Heterogeneity: Chi? = 6.63, df = 5 (P = 0.25); |2 = 25% ‘ ‘ ' ‘ ‘
0.01 0.1 1 10 100

Test for overall effect: Z = 1.04 (P = 0.30) Favours [post-op CRT] Favours [post-op CT]
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Figure 117: Disease-free survival

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI| Year IV, Fixed, 95% CI
Bamias 2010 0.04 0.22 14.0% 1.04[0.68, 1.60] 2010 -
Kwon 2010 -0.56 0.46 3.2% 0.57[0.23, 1.41] 2010 -
Zhu 2012 -0.3 0.14 34.6% 0.74[0.56,0.97] 2012 i
Yu 2012 -0.74 0.32 6.6% 0.48[0.25,0.89] 2012 -
Kim 2012 -0.36 0.31 71% 0.70[0.38, 1.28] 2012 -
Lee 2012 -0.3 0.14 34.6% 0.74[0.56,0.97] 2012 1
Total (95% Cl) 100.0% 0.75 [0.63, 0.88] ¢
Heterogeneity: Chi2 = 4.63, df = 5 (P = 0.46); 2 = 0% I I I I
Test for overall effect: Z = 3.57 (P = 0.0004) 001 01 ! 10 100
Favours [post-op CRT] Favours [post-op CT]
Figure 118: Treatment-related morbidity: grade 3-4 neutropenia
Post-op CRT Post-op CT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bamias 2010 17 71 14 70 10.8% 1.20 [0.64, 2.24] -
Kwon 2010 15 31 5 30 3.9% 2.90[1.21, 6.99] -
Lee 2012 110 230 92 228 70.9% 1.19[0.96, 1.46] l
Yu 2012 9 34 6 34 4.6% 1.50 [0.60, 3.75] -
Zhu 2012 14 186 12 165 9.8% 1.03[0.49, 2.17] -
Total (95% Cl) 552 527 100.0%  1.25[1.04, 1.51] ¢
Total events 165 129
Heterogeneity: Chiz = 4.21, df = 4 (P = 0.38); 2= 5% ‘0'01 0?1 ' 150 100‘

Test for overall effect: Z =2.40 (P = 0.02)

Favours [post-op CRT]

H.12.2 Post-operative chemotherapy versus surgery alone

Figure 119: Overall survival

Hazard Ratio

Hazard Ratio

Favours [post-op CT]

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Neri 2001 -0.42 014 21.1% 0.66 [0.50, 0.86] 2001 -
Chipponi 2004 -0.01 017 17.6% 0.99[0.71, 1.38] 2004 BE
Bouche 2005 -0.3 0.16 18.7% 0.74 [0.54, 1.01] 2005 ]
Di Constanzo 2008 -0.11 017  17.6% 0.90 [0.64, 1.25] 2008 "
Bang 2012 -0.54 0.11  25.0% 0.58 [0.47,0.72] 2012 -+
Total (95% CI) 100.0% 0.74 [0.61, 0.90] ’
L 1 1 ]
T 1

Heterogeneity: Tau? = 0.03; Chi = 9.29, df = 4 (P = 0.05); I2 = 57% o1 o
Test for overall effect: Z = 2.99 (P = 0.003) ’ .

<Insert Note here>
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Figure 120:

Disease-free survival

Hazard Ratio

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CI Year IV, Fixed, 95% CI
Neri 2001 0 0 Not estimable 2001
Chipponi 2004 0 0 Not estimable 2004
Bouche 2005 -0.36 0.16 29.4% 0.70[0.51,0.95] 2005 —
Di Constanzo 2008 -0.08 0.17 26.0% 0.92[0.66, 1.29] 2008 =
Bang 2012 -042 0.13 445% 0.66[0.51,0.85] 2012 &+
Total (95% Cl) 100.0% 0.73 [0.62, 0.87] ¢
Heterogeneity: Chi? = 2.64, df = 2 (P = 0.27); I? = 24% f f f {
Test for overall effect: Z = 3.62 (P = 0.0003) 001 o1 ! 10 100
Favours [post-op chemo]  Favours [surgery alonel]
Figure 121: Treatment-related morbidity: any grade 3-4 toxicity
Post-op CT Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bang 2012 279 496 30 478 100.0%  8.96[6.28, 12.78]
Total (95% CI) 496 478 100.0%  8.96 [6.28, 12.78] ‘
Total events 279 30 . . . .
Heterogeneity: Not applicable '0.01 071 J 1'0 100‘

Test for overall effect: Z = 12.11 (P < 0.00001)

Figure 122:

Favours [post-op chemo]

Treatment-related morbidity: grade 3-4 neutropenia

Favours [surgery alone]

Post-op CT Surgery alone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bang 2012 107 496 1 478 100.0% 103.12[14.45, 735.80]
Total (95% Cl) 496 478 100.0% 103.12 [14.45, 735.80] ‘
Total events 107 1

Heterogeneity: Not applicable
Test for overall effect: Z = 4.62 (P < 0.00001)

Figure 123:

Treatment-related mortality

r
0.001

T
0.1

Favours [post-op chemo]

1 10

Favours [surgery alone]

Post-op CT Surgery alone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bouche 2005 2 127 1 133 50.0%  2.09[0.19, 22.81] |
Chipponi 2004 4 93 0 103  24.3% 9.96 [0.54, 182.49] ol i’
Di Constanzo 2008 1 130 0 128 258%  2.95[0.12,71.85] ol
Total (95% Cl) 350 364 100.0% 4.22[0.91, 19.59] ‘
Total events 7 1

Heterogeneity: Chiz = 0.71, df = 2 (P = 0.70); I = 0%
Test for overall effect: Z = 1.84 (P = 0.07)

0.01

T
0.1

1

T
10

Favours post-op CT  Favours surgery alone
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H.12.3 Pre-operative chemotherapy versus surgery alone

Figure 124: Overall survival

Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Schuhmacher 2009 -0.17 0.24 100.0%  0.84[0.53, 1.35]
Total (95% CI) 100.0% 0.84[0.53, 1.35]

Heterogeneity: Not applicable
Test for overall effect: Z=0.71 (P = 0.48)

Figure 125: Disease-free survival

Hazard Ratio
IV, Fixed, 95% CI

Study or Subgroup log[Hazard Ratio] SE Weight

1 1
0.01 0.1 1 10

Favours [pre-op CT] Favours [surgery alone]

Hazard Ratio
IV, Fixed, 95% CI

Schuhmacher 2009 -0.27 0.22 100.0%

Total (95% CI) 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z=1.23 (P = 0.22)

0.76 [0.50, 1.17]

0.76 [0.50, 1.17]

T
0.01 0.1 1 10 100
Favours [pre-op CT] Favours [surgery alone]

Figure 126: Death at the end of follow-up

Pre-op chemo  Surgery alone Risk Ratio

Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Wang 2000 18 30 23 30 25.9% 0.78 [0.55, 1.11] 2000

Kobayashi 2000 34 91 29 80 34.7% 1.03[0.70, 1.53] 2000

Schuhmacher 2009 32 72 35 72 39.4% 0.91[0.64, 1.30] 2009

Total (95% CI) 193 182 100.0%  0.92[0.74, 1.14]

Total events 84 87

Heterogeneity: Chi*=1.13, df =2 (P = 0.57); I = 0%
Test for overall effect: Z = 0.75 (P = 0.45)

Figure 127:

Pre-op chemo  Surgery alone

T
0.01 0.1 1 10 100
Favours [pre-op chemo] Favours [surgery alone]

Treatment-related mortality: operative mortality

Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schuhmacher 2009 3 70 1 68 100.0%  2.91[0.31,27.33]

Total (95% Cl) 70 68 100.0% 2.91[0.31, 27.33] ‘
Total events 3 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.94 (P = 0.35)

T T
0.01 0.1 1 10 100
Favours [pre-op CT] Favours [surgery alone]
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Figure 128:

Pre-op chemo

Surgery alone

Treatment-related morbidity: anastomotic leakage

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
Schuhmacher 2009 3 70 2 68 100.0% 1.46 [0.25, 8.45] 2009
Imano 2010 0 47 0 16 Not estimable 2010
Total (95% CI) 17 84 100.0%  1.46 [0.25, 8.45] el
Total events 3 2
L 1 1 1
Heterogeneity: Not applicable T T T 1
9 v PP 0.01 0.1 1 10 100
Test for overall effect: Z = 0.42 (P = 0.67)
Favours [pre-op chemo] Favours [surgery alone]
Figure 129: Treatment-related morbidity: surgical site infection
Pre-op chemo  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
I
Schuhmacher 2009 2 70 1 68 57.9% 1.94 [0.18, 20.93] 2009 .
Imano 2010 1 47 0 16 42.1% 1.06 [0.05, 24.86] 2010
Total (95% CI) 117 84 100.0%  1.57 [0.24, 10.29]
Total events 3 1
! 1 1 ]
Heterogeneity: Chi*=0.09, df = 1 (P = 0.76); I> = 0% ! ! ! ! !
0.01 0.1 1 10 100
Test for overall effect: Z = 0.47 (P = 0.64)
Favours [pre-op chemo] Favours [surgery alone]
Figure 130: Treatment-related morbidity: any operative complication
Pre-op chemo  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schuhmacher 2009 19 70 11 68 100.0% 1.68 [0.86, 3.26] T
Total (95% Cl) 70 68 100.0%  1.68[0.86, 3.26] 4
Total events 19 1"
! 1 1 ]
Heterogeneity: Not applicable ! ! ! !
T fg y|| ff F-)pz—153 P=0.13 001 01 ! 10 100
estfor overall effect: Z =153 (P = 0.13) Favours [pre-op CT] Favours [surgery alone]
Figure 131: Treatment-related morbidity: transfusion-related complication
Pre-op chemo  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schuhmacher 2009 10 70 4 68 100.0% 2.43[0.80, 7.37] 7
Total (95% Cl) 70 68 100.0%  2.43[0.80, 7.37] <‘
Total events 10 4
! 1 1 ]
Heterogeneity: Not applicable ! ! ! !
T tfg y|| e 1?2—157 P=0.12 001 01 ! 10 100
estfor overall effect: 2 =1.57 (P = 0.12) Favours [pre-op CT] Favours [surgery alone]
Figure 132: Treatment-related morbidity: post-operative pneumonia
Pre-op chemo  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
Imano 2010 0 47 1 16 100.0% 0.12[0.01, 2.76] 2010 ¢
Total (95% Cl) 47 16 100.0%  0.12[0.01, 2.76] ’-—
Total events 0 1
L 1 1 1
Heterogeneity: Not applicable T T T 1
0.01 0.1 1 10 100

Test for overall effect: Z = 1.33 (P = 0.18)

Favours [pre-op chemo]

© National Institute for Health and Care Excellence 2017

69

Favours [surgery alone]



DRAFT FOR CONSULTATION

Figure 133: Complete resection (R0) at surgery

Pre-op chemo Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kobayashi 2000 74 91 66 80 54.8% 0.99[0.86, 1.13]
Schuhmacher 2009 59 72 48 72 45.2% 1.23[1.01, 1.50]
Total (95% ClI) 163 152 100.0% 1.09 [0.87, 1.36]
Total events 133 114

Heterogeneity: Tau® = 0.02; Chi*=3.33, df =1 (P = 0.07); > =70% ! ’ ' !

T
Test f Il effect: Z = 0.76 (P = 0.45 001 01 ! 0 100
estfor overall effect: Z =0.76 (P = 0.45) Favours [pre-op chemo] Favours [surgery alone]

2 H.12.4 Post-operative chemoradiotherapy versus surgery alone

Figure 134: Overall survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MacDonald 2001 0.3 0.11 100.0% 1.35[1.09, 1.67]
Total (95% CI) 100.0% 1.35[1.09, 1.67] ‘
I [l [l |
Heterogeneity: Not applicable ! T J T 1
9 Y PP 0.01 0.1 1 10 100

Test for overall effect: Z=2.73 (P = 0.006) Favours [surgery] Favours [post-op chema]

Figure 135: Relapse-free survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MacDonald 2001 042 0.11 100.0% 1.52[1.23,1.89]
Total (95% CI) 100.0% 1.52[1.23, 1.89] ‘
I ] ] ]
Heterogeneity: Not applicable I I I 1
9 y PP 0.01 0.1 1 10 100

Test for overall effect: Z = 3.82 (P = 0.0001) Favours [surgery] Favours [post-op chemo]

4 H.12.5 Peri-operative chemoradiotherapy versus peri-operative chemotherapy alone

Figure 136: Surgical complications: anastamotic leak

Pre-op chemoradiation  Perioperative chemo alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Leong 2017 4 a1 3 54 100.0% 1.41[0.33, 6.00]
Total (95% Cly 51 54 100.0% 1.41[0.33, 6.00]
Total events 4 3

Heterogeneity. Mot applicahle ; t T

\
t
e B 0.01 01 1 10 100
Testforoverall effect 2= 0.47 (P = 0.64) Favours pre-op CRT + CT  Favours peri-op CT alone
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Figure 137:

Pre-op chemoradiation  Perioperative chemo alone

Surgical complications: chest infection

Risk Ratin Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Leong 2017 g a1 ] 54 100.0% 1.06 [0.33, 3.44]
Total (95% Cl) 51 54 100.0% 1.06 [0.33, 3.44]
Total events g 5

Heterogeneity. Mot applicable

\
t |
He B 0.01 [iK] 1 10 100
Testforoverall effect 2= 010 (F =0.92) Favours pre-op CRT + CT  Favours peri-op CT alone
Figure 138: Surgical complications: overall
Pre-op chemoradiation  Perioperative chemo alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Leang 2017 11 a1 12 54 100.0% 087 [0.47, 2.00]
Total (95% CI) 51 54 100.0%  0.97 [0.47, 2.00]
Total events 11 12
Heterngeneity. Mot applicahle I 1 I 1 |
He B 0.01 [iK] 1 10 100
Testfor averall effect 7= 0.08 (P = 0.94) Favours pre-op CRT + CT  Favours peri-op CT alone
Figure 139: Haematological complications: neutropenia
Pre-op chemoradiation  Perioperative chemo alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Leong 2017 27 11} 24 B0 100.0% 1131[0.74,1.71]
Total (95% CIy i1l 60 100.0%  1.43[0.74, 1.71]
Total events 27 24
Heterogeneity, Mot applicable [ + T t {
e ~ 0.01 0.1 1 10 100
Testfor overall effect 7= 0.55 (P = 0.58) Favours pre-op CRT + CT  Favours peri-op CT alone
Figure 140: Haematological complications: overall
Pre-op chemoradiation  Perioperative chemo alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Leong 2017 3 11} an B0 100.0% 1.03[0.73,1.47]
Total (95% CIy i1l 60 100.0%  1.03[0.73, 1.47]
Total events kil an
Heterogeneity: Mat applicable I t T t {
e ~ 0.01 0.1 1 10 100
Testforoverall effect 7= 0.18 (P = 0.86) Favours pre-op CRT + CT  Favours peri-op CT alone
Figure 141: Gastrointestinal complications: overall
Pre-op chemoradiation  Perioperative chemo alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Leang 2017 18 11} 14 B0 100.0% 095 [0.65, 1.62]
Total (95% CI) 60 60 100.0%  0.95[0.55, 1.62]
Total events 18 14
Heterooeneity. Mot applicable t T t {
Testfor overall effect Z=0.20 {F = 0.84) 0.0 ot ! o oo
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1 H.12.6 Peri-operative chemotherapy versus surgery alone

Figure 142;

Study or Subgroup

Overall survival

Hazard Ratio

log[Hazard Ratio] SE Weight IV, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI

Cunningham 2006

Total (95% CI)

Heterogeneity: Not applicable !

-0.29 0.11 100.0% 0.75[0.60, 0.93]

100.0% 0.75[0.60, 0.93]

‘ 1

T
0.1

Test for overall effect: Z = 0.68 (P = 0.50)

Favours [peri-op chemo]
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0.01 1 10 100
Test for overall effect: Z = 2.64 (P = 0.008) .
Favours [peri-op chemo] Favours [surgery alone]
Figure 143: Disease-free survival
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Cunningham 2006 -0.42 0.11 100.0% 0.66 [0.53, 0.82]
Total (95% Cl) 100.0%  0.66 [0.53, 0.82] L
L 1 1 1
Heterogeneity: Not applicable ! ! ! !
9 Y PP 0.01 0.1 1 10 100
Test for overall effect: Z = 3.82 (P = 0.0001) .
Favours [peri-op chemo] Favours [surgery alone]
Figure 144: Curative resection
Peri-op chemo  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cunningham 2006 169 244 166 250 100.0% 1.04[0.92, 1.18]
Total (95% Cl) 244 250 100.0% 1.04[0.92, 1.18]
Total events 169 166
! 1 1 ]
Heterogeneity: Not applicable ! ' ! ! !
9 v PP 0.01 0.1 1 10 100

Favours [surgery alone]
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Intraperitoneal chemotherapy versus surgery alone

Figure 145:

IP chemotherapy

Overall survival rate

Surgery alone

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.6.1 Normothermic intraperative IPC
Fujimura 1994 (1) 2] 18 2 9 6. 8% 2.25 [0.81, B.31] —
Takahashi 1995 (2) 37 56 11 57 19.3% 3.42 [1.95, 6.01] —
Yonemura 2001 (3) 29 44 10 24 20.6% 158 [0.94, 2.68] =
Subtotal (95% CI) 118 90 46.8% 2.29 [1.29, 4.07] L =
Total events = 23
Heterogeneity, Tau® = 0.13; Chi®? = 4.03, df = 2 (P = 0.13); I* = 50%
Test for overall effect: 2 = 2.84 (P = 0.005)
9.6.2 Hyperthermic intraoperative IPC
Fujimura 1994 (4) 1% 22 2 9 7.3% 3.07 [0.87, 10.76] T
Hamazoe 1934 (%) 27 42 21 40 25 3% 1.22[0.84, 1.77] T
Yonernura 2001 (&) 29 48 10 23 20.6% 1.329[0.82, 2.24] =
Subtotal (95% CI) 112 72 53.2% 1.35 [0.99, 1.82] L3
Total events 7l 33
Heterogeneity. Tau® = Q.00 Chi* = 2.07, df = 2 (P = 0.35); 12 = 3%
Test for overall effect: 2 = 1.92 (P = 0.06)
Total (95% CI) 230 162 100.0% 1.80 [L.23, 2.65] <
Total events 14 56

i 2 . i2 BT I Il 1
Heterogeneity, Tau® = 0.12; Chi® = 1136, df =5 {F = 0.04); I = 56% 5ot o 15 o0

Test for overall effect: 2 = 2.01 (P = 0.003)
Test for subgroup differences: Chi* = 2.59, df = 1 (P = 0.11), I? = 61.3%

Footnotes

(1) 3 year OS5
(2) 3-year OS5
(3) 5-year 05
(4) 3 year 05
(5) 5 year OS5
(6] 5 year

Favours Surgery alone Favours IPC+5x

Intraperitoneal chemotherapy versus systemic chemotherapy

Figure 146:

Perioperative mortality

IP chemotherapy IV chemotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kodera 2016 0 39 1 44 100.0% 0.38 [0.02, 8.95]
Total (95% Cl) 39 44 100.0% 0.38 [0.02, 8.95] ‘
Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z=0.61 (P = 0.54)

Figure 147:

IP chemotherapy

IV chemotherapy

Risk Ratio

0.01

T
0.1

Favours IP chemotherapy Favours IV chemotherapy

Treatment-related morbidity: grade 3-4 neutropenia

Risk Ratio

T
1 10 100

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kodera 2016 1 39 2 44 100.0% 0.56 [0.05, 5.98]

Total (95% CI) 39 44 100.0%  0.56 [0.05, 5.98] ‘
Total events 1 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.48 (P = 0.63)

0.01

T
0.1

Favours IP chemotherapy Favours IV chemotherapy
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Figure 148: Overall survival rate

IP chemo+Surgery IV chemo+Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
8.7.1 Normothermic intraoperative IPC
Kang 2014 (1) 155 263 129 258 41.7% 1.18[1.01, 1.38]
Shimoyama 1999 (2) 22 30 11 33 10.8% 2.20[1.30,3.73] -
Subtotal (95% CI) 293 291  52.6% 1.53[0.83, 2.79]
Total events 177 140
Heterogeneity: Tau? = 0.16; Chi* = 4.93, df = 1 (P = 0.03); I> = 80%
Test for overall effect: Z = 1.37 (P = 0.17)
8.7.2 Hyperthermic intraoperative IPC
Fujimoto 1999 (3) 44 71 34 70  23.9% 1.28[0.94, 1.73] Il
Ikeguchi 1995 (4) 40 78 44 96 23.5% 1.12[0.82, 1.52] -
Subtotal (95% CI) 149 166  47.4% 1.20 [0.96, 1.48] ‘
Total events 84 78
Heterogeneity: Tau? = 0.00; Chi? = 0.36, df = 1 (P = 0.55); 12 = 0%
Test for overall effect: Z = 1.63 (P = 0.10)
Total (95% CI) 442 457 100.0% 1.27 [1.05, 1.54] ‘
Total events 261 218
Heterogeneity: Tau? = 0.02; Chi? = 5.36, df = 3 (P = 0.15); 12 = 44% f f f {
0.01 0.1 1 10 100

Test for overall effect: Z = 2.43 (P = 0.02)
Test for subgroup differences: Chi? = 0.56, df = 1 (P = 0.45), 12 = 0%

Favours IV chemo+Sx Favours IP chemo+Sx

Footnotes
(1) 5 year OS
(2) 4 year OS
(3) 8-year
(4) 5 year OS

Squamous cell carcinoma of the oesophagus

What is the most effective curative treatment of squamous cell carcinoma of the
oesophagus?

Chemoradiotherapy followed by surgery versus surgery alone
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Figure 149:

Overall survival rate (according to type of surgical approach)

CRT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
6.24.1 2-stage approach
Apinop 1994 a 38 3 34 45% 2.581[0.75, 8.95] T
Subtotal {95% CI) 35 34 4.5%  2.59[0.75, 8.95] —enl——
Total events g 3
Heterogeneity: Mot applicable
Test for overall effect: Z=1.90 (F=0.13)
6.24.2 2-stage or transhiatal approach
van Hagen 2012 a 41 4 43 58% 2.101[0.68, 6.44] e
Subtotal {95% CI) a 43 5.8%  2.10 [0.68, 6.44] —enlii—
Total events g 4
Heterogeneity: Mot applicable
Testfor overall effect: £=1.29 (P =0.20)
6.24.3 2 or 3 stage approach
Lee 2004 28 51 249 50 43.4% 0.85[0.67,1.33]
Mariette 2014 15 98 11 96 16.9% 1.34 [0.65, 2.76] ?
Subtotal {95% CI) 149 146 59.9%  1.05[0.76, 1.46]
Total events 43 40
Heterogeneity: Chi®=0.79, df=1 {(P=0.38), F=0%
Testfor overall effect: Z=0.31 (P=0.749)
6.24.4 Left or right thoracotomy
Ly 2010 20 g0 10 80 14.8% 2.00101.00, 4.00] —
Subtotal {95% CI) 80 80 14.8%  2.00[1.00, 4.00] |-
Total events 20 10
Heterogeneity: Mat applicable
Test for overall effect: £=1.96 (P = 0.09)
6.24.5 Not reported
Burmeister 2005 ] 45 4 50  5.6% 222[0.72, 6.88] I e —
Le Prise 1994 3 39 7 47 9.4% 1.38[0.55, 3.46] I
Subtotal (95% CI) 84 97 15.0%  1.69[0.83, 3.45] <l
Total events 16 11
Heterogeneity: Chi*= 042 df=1{P=052)F=0%
Testfor overall effect: Z=1.45 (P=0.15)
Total (95% CI) 389 400 100.0%  1.42[1.09,1.84] &

Total events 94 lt]
Heterogeneity: Chi*= 8.31, df= 6 (P = 0.22); = 28% Iu.m 0?1 150 100’
Testfor overall eﬁec.t: Z=1.62 (Pz_ 0.009) Favours surgery alone Favours CRT flby surgery
Test for subaroup differences: Chi*= 548, df= 4 (P=024), F= 27 1%
Figure 150: Disease free survival rate (according to type of surgical approach)
CRT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
6.10.1 2 or 3 stage approach
Bosset 19497 106 112 49 94 MT% 1.82[1.49 2.21] -+
Lee 2004 25 a1 26 a0 248% 0.94 [0.64,1.39] —a—
Mariette 2014 14 ek 7 96 11.4% 1.96 [0.83, 4.64] T
Subtotal (95% CI) 261 240 67.9% 1.45[0.87, 2.41] -
Total events 145 a2
Heterogeneity: Tau®=0.14; Chi*=9.03, df= 2 (P=0.01); F=738%
Testfor overall effect Z=144 (F=0.15)
6.10.2 Left or right thoracotomy
Lv 2010 15 a0 L} a0 9.8% 3.00[1.14, 7.86] -
Subtotal (95% CI) 80 80 0.8% 3.00 [1.14, 7.86] -*-—
Total events 14 L}
Heterogeneity: Mot applicable
Testfor overall effect £= 223 (P=0.03)
6.10.3 Not reported
Burmeister 2005 30 45 16 a0 223% 2.08[1.32 3.28] —
Subtotal (95% CI) 45 50 22.3% 2.08[1.32,3.28] ’
Total events 30 16
Heterogeneity: Mot applicable
Testfor overall effect Z=317 (P =0.002)
Total (95% CI) 386 370 100.0% 1.69 [1.18, 2.40] ‘
Total events 190 103
Heterogeneity: Tau®= 0.09; Chif= 11.80, df= 4 (P = 0.02); F= G5% =D.IJ1 0?1 1=EI 1UU=

Testfor overall effect Z=2.88 (P =0.004)

Testfor subaroup diferences: Chi*= 211, df= 2 (P =0.35), F=53%
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Figure 151:

Postoperative mortality (Concomitant or sequential)

CRT flby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.18.1 Concomitant
Bosset 1997 17 138 5 137 214%  3.38[1.28,8.89] -
Cao 2009 0 118 0 118 Not estimable
Lee 2004 1 35 1 48  36%  1.37[0.09, 21.18]
Mariette 2014 9 81 3 89 122%  3.30[0.92, 11.76] T
Mashhadi 2015 5 50 6 50 25.6% 0.83[0.27, 2.55] - &
Natsugo 2006 1 20 0 23 2.0% 3.43[0.15, 79.74]
Subtotal (95% CI) 442 465 64.8% 2.25[1.26, 4.02] ‘
Total events 33 15
Heterogeneity: Chiz = 4.23, df = 4 (P = 0.38); I= 5%
Test for overall effect: Z = 2.72 (P = 0.006)
6.18.2 Sequential
Le Prise 1994 3 35 3 42 11.6% 1.20[0.26, 5.58] ~
Nygaard 1992 8 47 5 38 23.6% 1.29[0.46, 3.63] —
Subtotal (95% Cl) 82 80 352%  1.26[0.54,2.97] e
Total events 1" 8
Heterogeneity: Chi? = 0.01, df = 1 (P = 0.94); I = 0%
Test for overall effect: Z = 0.53 (P = 0.59)
Total (95% ClI) 524 545 100.0% 1.90 [1.18, 3.07] ’

Total events

44

23

Heterogeneity: Chi? = 5.22, df =6 (P = 0.52); I = 0%
Test for overall effect: Z = 2.63 (P = 0.009)
Test for subaroup differences: Chi? = 1.19, df = 1 (P = 0.28), I = 15.8%

r
0.01

T T
0.1 1 10
Favours CRT f/by surgery Favours surgery alone
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Figure 152: Postoperative mortality (Different type of surgical approach)

CRT fiby surgery

Surgery alone

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.20.1 Transhiatal
Mashhadi 2015 ] 50 B 50  15.6% 0.83[0.27, 2.558]
Subtotal (95% CI) 50 50 25.6%  0.83[0.27, 2.55]
Total events ] B
Heterogeneity: Mot applicable
Testfor overall effect Z=0.32 (P=0.79)
6.20.2 2-stage approach
Mygaard 1992 a8 47 5 38 13.6% 1.29[0.46, 3.63] I E—
Subtotal (95% CI) 47 38 23.6%  1.29[0.46, 3.63] o
Total events a L]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.48 (P = 0.62)
6.20.3 2 or 3 stage approach
Bosset 1997 17 138 5 137 21.4% 3.381[1.28, 8.89] — =
Lee 2004 1 35 1 43 3.6% 1.37[0.08,21.18]
Mariette 2014 q a1 3 89 12.2% 3.30[0.92 11.76] S —
Subtotal {95% CI) 254 274 37.2%  3.16[1.51,6.60] .
Total events 27 9
Heterogeneity: Chi*=0.38, df=2{P=0.83), F=0%
Test for overall effect: Z= 3.05 (F=0.002)
6.20.4 Left thoracotomy
Cao 2009 1] 118 1] 118 Mat estimahble
Subtotal {95% CI) 118 118 Not estimable
Total events 1] 1]
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
6.20.5 Not reported
Le Prise 1994 3 38 3 42 11.6% 1.20[0.26, 5.58] I—
MNatsugo 2006 1 20 1] 23 20% 3.43[0.15 79.74]
Subtotal {95% CI) 55 65 13.6%  1.53[0.39, 5.90] ———
Total ewents 4 3
Heterogeneity: Chi®= 0345, df=1 (P =0.56), F=0%
Test for overall effect: Z= 0.61 (F=054)
Total (95% Cl) 524 545 100.0%  1.90[1.18, 3.07] .
Total events 44 23
Hetarogenaity: Chi*= .22, di= 6 (P=0.82); F= 0% f f ; |
Testfo?nver:}ll effact: Z= 2:.63 (Pi 0.009) : 0.m . 01 " , . 1D. 100
. ) Favours CRT fiby surgery Favours surgery alone
Testfor subagroup differences: Chi®= 4,49, df= 3 (P=0.213, F= 33.2%
Figure 153: 30-day mortality (Concomitant or sequential)
CRT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
6.5.1 Concomitant
Can 2009 1] 118 1] 118 Mot estimakle
Mariette 2014 & g1 1 89 14.7% 6.59[0.81,53.59]
Subtotal {95% CI) 199 207 14.7% 6.59[0.81, 53.59] e —
Total events 3 1
Heterogeneity: Mat applicable
Test for overall effect: Z=1.76 (F=0.08)
6.5.2 Sequential
Mygaard 1992 ] 47 g 38 B5.3% 1.29[0.46, 3.63] i
Subtotal {95% CI) 47 38 853%  1.29[0.46, 3.63]
Total events g 4
Heterogeneity: Mat applicable
Test for overall effect: Z= 048 (F=0E62)
Total (95% CI) 246 245 100.0%  2.07 [0.85, 5.03] el
Total events 14 B
Heterogeneity: Chi*=1.97, df=1 (P =0.16);, F= 49% 'D.U1 Df1 1'0 100'

Test for overall effect: Z=1.61 (F=0.11)

Test for subaroup differences: Chi*=1.87, df=1(P=017), F= 46.4%

Favours CRT fiby surgery Favours surgery alone

Figure 154: 30-day mortality (Different type of surgical approach)
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CRT fiby surgery

Surgery alone

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.6.1 2-stage approach

Mygaard 1992 a 47 5 38 B5.3% 1.28[0.46, 3.63]

Subtotal (95% CI) 47 38 853%  1.29[0.46, 3.63]

Total events a b

Heterogeneity: Not applicable

Testfor overall effect: Z= 048 (F=0E62)

6.6.2 2 or 3 stage approach

Mariette 2014 G a1 1 89 14.7% 6.59[0.81,53.59]

Subtotal (95% CI) 81 89 14.7% 6.50[0.81, 53.59] T ——
Total events G 1

Heterogeneity: Not applicable

Test for overall effect: Z=1.76 (F=0.08)

6.6.3 Left thoracic approach

Cao 2009 i] 118 a 118 Mat estimahble

Subtotal (95% CI) 118 118 Not estimable

Total events i] o

Heterogeneity: Not applicable

Test for overall effect: Mot applicable

Total (95% CI) 246 245 100.0%  2.07 [0.85, 5.03] e
Total events 14 B

Heterogeneity: Chi*=1.97, df=1 (P=0.16); = 49% T i 0 o0

Testfor overall effect: Z=1.61 (P=0.11)

Testfor subgroup differences: Chif=1.87, df=1{P=017), F= 46.4%

Favours CRT fiby surgery Favours surgery alone

Figure 155: Treatment-related mortality (Concomitant or sequential)

CRT flby surgery  Surgery alone

Study or Subgroup Events Total Events

Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

6.15.1 Concomitant

Apinop 1994 5 35
Bosset 1997 18 142
Cao 2009 0 118
Lee 2004 2 51
Lv 2010 3 80
Natsugo 2006 1 22
Subtotal (95% CI) 448
Total events 29

o o =~ o u u

11

Heterogeneity: Chi2 = 3.55, df = 4 (P = 0.47); 1= 0%

Test for overall effect: Z = 2.69 (P = 0.007)

6.15.2 Sequential

Le Prise 1994 3 39
Subtotal (95% CI) 39
Total events 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.09 (P = 0.92)

Total (95% Cl) 487

Total events 32

14

Heterogeneity: Chi? = 4.27, df =5 (P = 0.51); = 0%

Test for overall effect: Z = 2.57 (P = 0.01)

34 33.7%
137 33.8%
118

48  6.8%

80 3.3%

23 3.2%
440 80.8%

42 19.2%

42 19.2%

482 100.0%

Test for subgroup differences: Chi? = 0.91, df = 1 (P = 0.34), 1> = 0%

0.97 [0.31, 3.06]
3.47[1.33, 9.09]
Not estimable
1.881[0.18, 20.09]
7.00[0.37, 133.36]
3.13[0.13, 72.99]
2.43[1.27, 4.63]

1.08[0.23, 5.02]
1.08 [0.23, 5.02]

217 [1.20, 3.91]

-

>

0.01

T T
0.1 1 10

Favours CRT f/by surgery Favours surgery alone
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Figure 156: Treatment-related mortality (Different type of surgical approach)

CRT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
6.16.1 2-stage approach
Apinop 1354 ] 35 ] 34 337% 0.87 [0.31, 3.06]
Subtotal (95% CI) 35 34 33.7% 0.97 [0.31, 3.06]
Total events ] ]
Heterngeneity: Mot applicable
Test for averall effect: £= 0.05 (P = 0.96)
6.16.2 2 or 3-stage approach
Bosset 1887 18 142 ] 137 338% 3.47[1.33, 9.09] —
Lee 2004 2 51 1 48 B6.8%  1.88[0.18, 20.09]
Subtotal (95% CI) 193 185  40.6% 3.21[1.32,7.79] —~——
Total events 20 5
Heterogeneity: Chi*=0.22 df=1(P=0.64) F=0%
Test for overall effect £=2.57 (P =0.01)
6.16.3 Left thoracotomy
Cao 2009 ] 118 ] 118 Mot estimable
Subtotal (95% CI) 118 118 Not estimable
Total events a a
Heterogeneity: Mot applicable
Test for overall effect Nat applicable
6.16.4 Left or right thoracotomy
Lv 2010 3 an a 80 3.3% 7.00[0.37 133.36] >
Subtotal (95% CI) 80 80 3.3% 7.00[0.37,133.36] e —
Total events 3 0
Heterngeneity: Mot applicable
Test for averall effect £=1.29 (P =0.20)
6.16.5 Not reported
Le Prise 1994 3 34 3 42 19.2% 1.08[0.23, 5.07] —
MNatsugo 2006 1 22 i 23 32%  313[013 72.99]
Subtotal (95% CI) 61 65 22.4% 1.37 [0.35, 5.32] ——enii——
Total events 4 3
Heterogeneity: Chi*= 036, df=1 (P =0.55), F=0%
Test for overall effect: £= 0.46 (P = 0.65)
Total (95% CI) 487 482 100.0% 217 [1.20, 3.91] e
Total events 32 14
Heterogeneity: Chi*=4.27 df= 5 (P =051}, F=0% 'EI.IJ1 0:1 1'0 100'

Test for averall effect £=2.57 (P=0.01)

Test for subaroup differences: Chi*= 360, df=3 (P=0.31), F= 16.6%

Favours CRT fiby surgery Favours surgery alone

Figure 157: Overall survival (According to type of surgical approach)
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CRT fiby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events  Total O-E Variance Weight Exp[{O-E}/V], Fixed, 95% CI Exp[(O-E) I V], Fixed, 95% CI
6.27.1 2 stage approach
Apinop 1994 27 35 31 34 -3z 1443 B6% 0.801[0.48,1.34]
Subtotal (95% CI) 35 34 8.6% 0.80 [0.48, 1.34]
Total events 27 H
Heterogeneity: Mot applicahle
Testfor averall effect: Z2=0.84 (P = 0.40)
6.27.2 2 or 3 stage approach
Bosset 1997 96 143 95 139 -1.93 4775 286% 0.96[0.72,1.28] L
Lee 2004 22 51 19 50 1.3 102 B1% 0.881[0.48, 1.62] b
Mariette 2014 (1) 61 93 64 96 -0.38 383 229% 0.991[0.72,1.36] -+
Subtotal (95% CI) 292 285 57.6% 0.96 [0.79, 1.18] *
Total events 178 178
Heterogeneity, Chi= 011, df= 2 (P =0.94); F=0%
Testfor averall effect 2= 037 (P=0.71)
6.27.3 2 stage or transhiatal approach
van Hagen 2012 (2) 0 41 0 43 -7.85 9.91 59% 0.45[0.24,0.84] —_—
Subtotal (95% CI) 41 43 5.9% 0.45[0.24, 0.84] -
Total events 1] 1]
Heterogeneity: Mot applicahle
Testfor averall effect: 2= 2.48 (P = 0.01)
6.27.4 Not reported
Burmeister 2005 (3) 0 128 0 128 -543 46,57 27.9% 0.89[0.67,1.19] -
Subtotal (95% CI) 128 128 27.9% 0.89 [0.67,1.19] L
Total events 1] 1]
Heterogeneity: Mot applicahle
Testfor averall effect 2= 080 (P =0.43)
Total {95% CI) 496 490 100.0% 0.89 [0.76, 1.03] L
Total events 206 209
Heterogeneity, Chi*= 539, df=5{F=037),F=7% 'D.D1 0'1 1'0 100

Testfor averall effect Z=1.55P=012)

Testfor subgroup differences: Chi®= 528, df=3(P=0148), F=43.2%

Footnotes

(1) number of death not reported;
(2) number of death not reported
(3) number of death not reported

Fa\.'o.urs CRT+S Favours 5

Figure 158: Disease-free survival (Concomitant; 2- or 3-stage open oesophagectomy)

CRT flby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total 0-E Variance Weight Exp[{O-E)/V], Fixed, 95% CI Exp[(0-E) / V], Fixed, 95% CI
Bosset 1997 80 143 97 139 -19.74 4384 49.2% 064 [0.47, 0.86] L
Lee 2004 0 51 0 50 -0.24 1182 13.3% 098 [0.55,1.73]
Mariette 2014 1] 93 1] 96 -2.78 3344 37.8% 0.92 [0.66, 1.29)
Total (95% CI) 292 285 100.0% 0.77 [0.63, 0.95] L ]
Total events a0 97
Heterogeneity: Chi®= 331, df= 2 (P =0.19), F= 40% o o 7 H prs

Testfor overall effect 2= 2.41 (F=0.02)
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Figure 159: Any postoperative complication (Concomitant or sequential)

CRT flby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.3.1 Concomitant
Bosset 1997 45 138 36 33.9% 1.24[0.86, 1.79] T
Lee 2004 13 35 19 15.0% 0.94 [0.54, 1.63] .
Mariette 2014 18 81 25 22.3% 0.79[0.47, 1.34] -
Subtotal (95% CI) 254 71.2% 1.04 [0.80, 1.35] ‘
Total events 76 80
Heterogeneity: Chi? = 2.05, df = 2 (P = 0.36); I* = 3%
Test for overall effect: Z = 0.26 (P = 0.79)
6.3.2 Sequential
Le Prise 1994 14 35 18 15.3% 0.93 [0.55, 1.59] -
Nygaard 1992 16 47 13 13.5% 1.00[0.55, 1.80] -
Subtotal (95% CI) 82 28.8% 0.96 [0.65, 1.43] ‘
Total events 30 31

Heterogeneity: Chi? = 0.02, df = 1 (P = 0.88); I = 0%
Test for overall effect: Z = 0.19 (P = 0.85)

Total (95% ClI) 336

Total events 106 111
Heterogeneity: Chi? = 2.18, df =4 (P = 0.70); I = 0%
Test for overall effect: Z = 0.13 (P = 0.90)

354 100.0%

Test for subaroup differences: Chi? = 0.09, df = 1 (P = 0.76), I = 0%

1.01[0.81, 1.27]

N

r
0.01

T
0.1 1 10 100

Favours CRT f/by surgery Favours surgery alone

Figure 160: Any postoperative complication (Different type of surgical approach)

CRT fiby surgery

Study or Subgroup Events Total Events

Surgery alone
Total Weight M-H, Fixed, 95% CI

Risk Ratio

Risk Ratio
M-H, Fixed, 95% Cl

6.4.1 2-stage approach

MNygaard 1992 16 47 13
Subtotal {95% CI) 47
Total events 16 13

Heterogeneity: Mat applicable
Test for overall effect: £= 0.02 {F = 0.99)

6.4.2 2 or 3-stage approach

Bosset 1997 45 138 36
Les 2004 13 35 19
Mariette 2014 18 a1 24
Subtotal (95% CI) 254

Total events TE a0

Heterogeneity: Chi®= 2.05, df= 2 (P = 0.36); F= 3%
Testfor overall effect £=0.26 (P=10.79)

6.4.3 Not reported

Le Prise 1994 14 35 18
Subtotal (95% CI) 35
Total events 14 18

Heterogeneity, Mot applicable
Testfor overall effect: Z=0.25 (P = 0.80)

Total (95% CI) 336

Total events 106 111
Heterogeneity: Chi*= 218 df=4 (P=0.70); F=0%
Test for overall effect: Z= 013 {(F=0.90)

a8
38

137
482
a9

274

42
42

354

13.5%  1.00[0.55, 1.80]
13.5%  1.00 [0.55, 1.80]
33.9%  1.24[0.86,1.79]
16.0% 094 [0.54, 163
22.3%  0T9[0.47,1.34]
71.2%  1.04 [0.80, 1.35]
15.3%  0.93[0.55,1.58]
153%  0.93[0.55, 1.59]

100.0%  1.01 [0.81, 1.27]

Testfor subaroup differences: Chi*= 012, df= 2 {P=0.84), F=0%

P

, ,
0.1 10
Favours CRT fiby surgery Favours surgery alone

Figure 161: Treatment-related morbidity: anastomotic leak (Concomitant or

sequential)
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CRT flby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.1.1 Concomitant
Apinop 1994 1 26 2 34 12.9% 0.65 [0.06, 6.83] ¥
Cao 2009 3 118 1 118 7.5%  3.00[0.32, 28.43]
Lv 2010 1 80 0 80 3.7% 3.00[0.12, 72.56]
Mashhadi 2015 0 50 1 50 11.2% 0.33[0.01, 7.99] b
Natsugo 2006 4 20 4 23 27.8% 1.15[0.33, 4.01] T
Subtotal (95% CI) 294 305 63.1% 1.23[0.52, 2.93]
Total events 9 8
Heterogeneity: Chi? = 1.84, df =4 (P = 0.76); I = 0%
Test for overall effect: Z=0.47 (P = 0.64)
6.1.2 Sequential
Le Prise 1994 5 35 3 42  20.4% 2.00[0.51, 7.79] -
Nygaard 1992 2 47 2 38 16.5% 0.81[0.12, 5.48] .
Subtotal (95% CI) 82 80 36.9%  1.47[0.50,4.33] -
Total events 7 5
Heterogeneity: Chiz = 0.57, df = 1 (P = 0.45); I = 0%
Test for overall effect: Z = 0.69 (P = 0.49)
Total (95% CI) 376 385 100.0%  1.32[0.67, 2.59] s 2

Total events 16 13
Heterogeneity: Chi? = 2.49, df =6 (P = 0.87); I’ = 0%
Test for overall effect: Z = 0.80 (P = 0.42)

Test for subaroup differences: Chi? = 0.06, df = 1 (P = 0.81), I?=0%

0.01

T
0.1 1 10 100

Favours CRT f/by surgery Favours surgery alone

Figure 162: Treatment-related morbidity: anastomotic leak (Different type of surgical

approach)
CRT fiby surgery  Surgery alone Risk Ratio Risk Ratio

Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.2.1 Transhiatal approach
Mashhadi 2015 i} a0 1 a0 11.2% 0.33[0.01, 7.949]
Subtotal (95% CI) 50 50 11.2%  0.33[0.01,7.99] e —
Total events 1] 1
Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.68 (P = 0.50)
6.2.2 2-stage approach
Apinop 1994 1 26 2 34 129%  0.65[0.06, 6.83)]
Mygaard 1992 2 47 2 38 16.5% 08110012, 5.48]
Subtotal (95% CI) 73 72 29.5%  0.74[0.17, 3.26] ——eaii——
Total events 3 4
Heterogeneity: Chi*=0.02, df=1 (P = 0.89), F= 0%
Test for overall effect: Z= 040 (P = 0.69)
6.2.3 Left thoracotomy
Can 2009 3 118 1 118 75% 3.00([0.32 28.43]
Subtotal (95% CI) 118 118 7.5% 3.00[0.32,28.43] ——e———
Total events 3 1
Heterogeneity: Not applicable
Test for overall effect: Z= 096 (F=10.34)
6.2.4 Left or right thoracotomy
Lv 2010 1 a0 a 80  3.7% 3.00[012 72.56]
Subtotal (95% Cl) 80 80 3.7% 3.00[0.12, 72.56] ——*——
Total events 1 o
Heterogeneity: Not applicable
Test for overall effect: Z= 0.68 (P = 0.50)
6.2.5 Not reported
Le Prise 1994 ] 35 3 42 20.4% 20010051, 7.79] I e —
MNatsugo 2006 4 20 4 23 27.8% 1.151]0.33, 4.01] I L —
Subtotal (95% Cl) 55 65 48.1% 1.51 [0.61, 3.76] "*"
Total events ] 7
Heterogeneity: Chi®= 034, df=1 (P = 0.56), F=0%
Test for overall effect: Z= 088 (F=0.38)
Total (95% CI) 376 385 100.0%  1.32[0.67, 2.59] e
Total events 16 13
Heterogeneity: Chi*= 2,49, df= 6 (P=0.87), F= 0% 0 o1 o 100

Testfor overall effect: Z= 080 (F=042)

Testfar subagroup differences: Chi®= 216, dfi=4 (P=0.717,. F=0%

Favours CRT fiby surgery  Favours surgery alone
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Figure 163: Treatment-related morbidity: infection (Concomitant or sequential)

CRT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.17.1 Concomitant
Mariette 2014 8 21 i 89 22.8% 1.76 [0.60, 5.16] T
Subtotal (90% CI) 81 89 229% 1.76[0.71,4.34] -
Total events a ]
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.03 (P = 0.30)
6.17.2 Sequential
Mygaard 1992 26 47 15 41 FTA%  1.51[0.94,2.44] il
Subtotal (90% CI) 47 M T7A%  1.51[1.01, 2.26] s
Total events 26 14
Heterogeneity: Not applicable
Testfor overall effect: Z=1.70 (P = 0.09)
Total (90% CI) 128 130 100.0%  1.57 [1.08, 2.28] <
Total events 34 20
_Il—_|et$;0genemrl:l CQ Tg?i gg:;EP;Dg.BD); F=0% T o 0 oo
estioroverall & ec.. =1.98 s ) Favours CRT fiby surgery Favours surgery alone
Testfor subaroup differences: Chi*= 0.06, df=1 (P =080}, F=0%
Figure 164: Treatment-related morbidity: infection (Different type of surgical
approach)
CRT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.19.1 2-stage approach
Mygaard 1992 26 47 15 41 7% 1.81[0.94, 2.44] -
Subtotal {95% CI) 47 4 T7A%  1.51[0.94, 2.44] -
Total events 26 14
Heterogeneity: Mat applicable
Test for overall effect: Z=1.70 {(F = 0.09)
6.19.2 2 or 3 stage approach
Mariette 2014 g 81 L} 89 22.89% 1.76 [0.60, 5.18] 1
Subtotal {95% CI) 81 89 22.9%  1.76 [0.60, 5.16] —~a
Total events g 4
Heterogeneity: Mat applicable
Test for overall effect: £=1.03 {F=0.30)
Total (95% CI) 128 130 100.0%  1.57 [1.00, 2.45] |-
Total events 34 20
_ll-_let?;ogenewl:l CQ Tg?: gfg:;EPD:Dg.SD); F=0% 'D.D1 D!1 1'D 1DD'
estioroverall & ecl. =1.98 e ) Favours CRT fiby surgery Favours surgery alone
Test for subaroup differences: Chi*= 0.06, df=1 (P =080), F=0%
Figure 165: Treatment-related morbidity: stenosis
CRT flby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lv 2010 2 an 1 80 100.0% 20010014, 21.62]
Total (95% CI) 20 20 100.0% 2.00[0.19, 21.62] e ——
Total events 2 1
Heterogeneity: Mot applicable ) 1 t |
T _ 0.01 0.1 10 100
Testfor overall effect Z= 0.57 (F = 0.57) Favours CRT flby surgery Favours surgery alone
Figure 166: Treatment-related morbidity: blood loss (mL)
CRT fiby surgery Surgery alone Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Mashhadi 2015 400 25 a0 390 15 50 100.0% 10.007[1.92, 18.08]
Total (95% CI) 50 50 100.0% 10.00[1.92,18.08] S
Heterogeneity: Mot applicahle |_1 oo —E:D 5'0 1DD'

Testfor overall effect 2= 243 (F=0.02)

Figure 167: Treatment-related morbidity:

Favours CRT fiby surgery Favours surgery alone

haemorrhage (>300 mL)
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CRT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Lw 2010 a 80 2 80 100.0%  4.00([0.88, 18.26] T
Total (95% CI) 80 80 100.0% 4.00[0.88, 18.26] e —
Total events 2 2
Heterogeneity; Mot applicable I t t |
e _ 0.01 [N 10 100
Testfor overall effect Z=1.78 (F = 0.07) Favours CT flby surgery Favours surgery alone

H.13.2 Chemoradiotherapy (concomitant) followed by surgery versus

chemoradiotherapy (concomitant) alone

Figure 168: Overall mortality estimates (2-stage approach)

CRT fiby 5x CRT alone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Stahl 2005/2008 o} 86 il 86 100.0% 0.92[0.81,1.08]
Total (95% CI) 86 86 100.0%  0.92 [0.81,1.05]
Tatal events 69 7a
L O PO TR
estfor overall effect £=1.23 (P = 0.22) Favours CRT fiby surgery Favours CRT alone

Figure 169: Treatment-related mortality (2-stage approach)

CRT fiby Sx CRT alone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Stahl 2005/2008 11 a6 3 86 1000% 367 [1.06,12.68]
Total (95% CI) 86 86 100.0% 3.67 [1.06, 12.68] "*"
Tatal events 11 3
Heterogeneity: Mat applicable f f t i
RPIE _ 0.01 01 10 100
Testfor overall effect 2= 2.05 (P = 0.04) Favours CRT flby Surgery Favours CRT alone

Figure 170: 3-year overall survival rate (Surgical approach — unspecified)

CRT fiby Sx CRT alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bonnetain 20068/Eedenne 2007 23 129 25 130 100.0% 0.93 [0.56, 1.55]
Total (95% CI) 129 130 100.0% 0.93 [0.56, 1.55]
Tatal events 23 25
Heterogeneity: Mot applicable f t T t |
T B 0.01 0.1 1 10 100
Testfar overall effect Z=0.29 (F = 0.77) Favours CRT alone Favours CRT fiby surgery

Figure 171: Quality of life (Spitzer) at 5-year follow-up (5 to 25 months) (Surgical
approach — unspecified)

CRT fiby 5x CRT alone Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Eonnetain 2006/Bedenne 2007 8.76 2.02 29 781 257 37 1000% 095[-0.20,2.10] b
Total (95% CI) 25 37 100.0% 0.95[-0.20, 2.10] = 3
Heterogeneaity: Mot applicable } } t 1
Testfi Il effect: Z=1.63 (P=0.10 10 5 v 5 10
estfor overall effect: Z=1.63 (P =010 Favours CRT fiby Sx Favours CRT alone
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Figure 172 Overall survival (Concomitant; according to type of surgical approach)

CRT flby Sx CRT alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[{O-E)/V], Fixed, 95% Cl Exp[{0-E) | V], Fixed, 95% CIl
5.5.1 2 stage approach
Stahl 2005/2008 L] 96 75 86 4.72 3376 441% 1.16[0.82, 1.651]
Subtotal {95% CI) 86 86 44.1% 1.15[0.82, 1.61]
Total events ] ]

Hetarogeneity: Not applicable
Testfor overall effect Z= 081 (F=0.42

5.5.2 Not reported

Bonnetain 2006/Bedenne 2007 90 128 91 130 -5.149 4278 55.8% 0.59 [0.66, 1.20] t
Subtotal (95% CI) 129 130 55.9% 0.29 [0.66, 1.20]
Total events 90 91

Heterogeneity: Mot applicable
Testfor overall effect Z=0.79 (P=043)

Total {95% CI) 215 216 100.0% 0.99 [0.79, 1.24] L 3
Total events 1489 166
; == _ - == ' | | )
?Eti;ngenmty”()#\ ;;EQD EE-QEPU-QEZB), F=22% oo o 1 ot
estfor overall effect 2= 0.05 (P = 0.98) Favours CRT fiby Surgery Favours CRT alone

Testfor subdgroup differences: Chi®=1.29, df=1 (P = 0.26), *= 22.3%

H.13.3 Chemoradiotherapy followed by surgery versus chemotherapy followed by
surgery alone

Figure 173: Mortality (Concomitant or sequential)

CRT fiby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.3.1 Concomitant
Cao 2009 1] 118 1] 114 Mot estimable
Klevebro 2014 5 80 2 91  26.6% 2.83[0.50,12.69] S S —
Subtotal (95% Cl) 208 210 26.6% 2.53 [0.50, 12.69] ———
Total events ] 2

Heterogeneity: Mot applicable
Testfor overall effect: £=1.13 (P = 0.26)

1.3.2 Sequential

Mygaard 1992 g 47 G 41 T734% 1.16 [0.44, 3.07] i

Subtaotal (95% CI) 47 41 T34% 1.16 [0.44, 3.07]

Total events g 4

Heterageneity: Mot applicable

Testfor overall effect: £=0.30 (P = 0.76)

Total (95% CI) 255 251 100.0% 1.43 [0.62, 3.29] B

Total events 13 8

?etnf;ngenewl:lT?ru t:ZD_DDD 3(34hlpz—uﬁafu' df=1(P=042), F=0% '0.01 DH 1'D 1DD'
estfor overall effect: 2= 0.84 (F = 0.40) Favours CRT fiby surgery Favours CT flby surgery

Testfar subaroup differences: Chi*=0.65, df=1 (P=042), F=0%

Figure 174: Mortality (Different type of surgical approach)

CRT fiby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.1 2-stage approach
Cao 2009 a 118 a 114 Mot estimable
MNygaard 1992 g 47 B 41 T6.3% 1.16 [0.44, 3.07]
Subtotal {95% CI) 165 160 76.3%  1.16 [0.44, 3.07]
Total events g B

Heterogeneity: Mot applicahble
Test for overall effect: Z=0.30 (P = 0.76)

2.3.2 2 or 3-stage approach

Klevehro 2015 ] a0 2 91 237% 2.53[0.80,12.69] e B —
Subtotal {95% CI) a0 91  23.7% 2.53[0.50,12.69] —
Tatal events ] 2

Heterogeneity: Mot applicahble
Test for overall effect: Z=1.13 (P = 0.26)

Total (95% CI) 255 251 100.0%  1.49 [0.65, 3.39] ~l—

Tatal events 13 ]

?et?;ogenemfl:l CQ Tg?ﬁn g;:;EPﬂzag.au); F=0% b o 10 o0
estforoverall effect Z=0.94 (P = 0.35) Favours CRT fiby surgery Favours CT fiby surgery

Test far subdroup differences: Chi*= 0.65, df=1 (P =0.42), F= 0%
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Figure 175: Any postoperative mortality (Concomitant or sequential)

CRT fiby surgery  CT fiby surgery

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 85% Cl
1.4.1 Concomitant
Can 2004 0 118 0 114 Mot estimahle
Subtotal (95% CI) 118 119 Nat estimable
Total events 0 0
Heterogeneity: Mot applicahle
Testfor overall effect: Mot applicable
1.4.2 Sequential
Mygaard 1992 5 47 B 41 100.0%  1.16[0.44, 3.07] i
Subtotal (95% CI) a7 41 100.0% 1.16 [0.44, 3.07]
Total events g [}
Heterogeneity: Nat applicable
Testfor overall effect Z=0.30 (P = 0.76)
Total {95% CI) 165 160 100.0%  1.16 [0.44, 3.07] —~ea——
Total events g 5
Heterogeneity: Mot applicable I t } |
T _ 0.01 0.1 10 100
Testforoverall effect Z=0.30 (P = 0.76) Favours CRT flby surgery Favours CT flby surgery
Testfor subgroup differences: Mot apnlicable
Figure 176: Any postoperative mortality (2-stage approach)
CRT fiby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cao 2009 1] 118 1] 1148 Mot estimable
Mygaard 1992 8 T 3} 41 100.0% 1.16[0.44, 3.07]
Total {95% CI) 165 160 100.0%  1.16 [0.44, 3.07]
Tatal events g G
Heterageneity: Mot applicahle I t I t |
e _ 0.01 0.1 1 10 100
Testfor overall effect Z=0.30 (P = 0.76) Favours CRT flby surgery Favours CT flby surgery
Figure 177: 3-year overall survival rate (Concomitant)
CRT fiby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Cao 2009 ar 118 o] 119 83.9% 1.28[1.07,1.56]
Klevebro 2015 14 25 13 25 161% 1.08 [0.64, 1.80] -
Total {95% Cl) 143 144 100.0% 1.26 [1.05, 1.50] .
Total events 1m =2l
?et?;0g9n3|hrl:l CQ Tgiuz gE:QEPD:D?.Sﬂ; F=0% b oh 0 o0
estfor overall effect: 2= 2.51 (F = 0.01) Favours CT fiby surgery Favours CRT fiby surgery
Figure 178: 3-year overall survival rate (Different type of surgical approach)
CRT fiby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.7.1 2-stage approach
Cao 2009 ar 118 Jaf:] 119 83.9% 1.28[1.07,1.56] L]
Subtotal (95% Cl) 118 119 83.9% 1.29 [1.07, 1.56] .
Total events ar 63
Heterogeneity: Mot applicahle
Test for overall effect: £ = 2.64 (F = 0.008)
2.7.2 2 or 3-stage approach
Klevebro 2015 14 25 13 25 161% 1.08 [0.65, 1.80] -
Subtotal (95% Cl) 25 25 16.1% 1.08 [0.65, 1.80] -‘-
Total events 14 13
Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.28 (F=0.78)
Total (95% Cl) 143 144 100.0%  1.26 [1.05,1.50] L3
Total events 1m =2l
?et?;0g9n3|hrl:l CQ T,‘Dgiuz EE:QEPD:D?.SU; F=0% o 01 10 100
estioroverall e ec.. =251 T ) Favours CT fiby surgery Favours CRT fiby surgery
Testfor subgroup differences: Chi*= 042, df=1(P=052), F=0%
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Figure 179 Overall survival (Concomitant; 2- or 3-stage approach)

CRT fiby surgery  CT fiby surgery Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E)/V], Fixed, 95% Cl Exp[{0O-E) | V], Fixed, 95% CI
Klevebro 2015 {13 0 25 0 25 -273 418 100.0% 0.52[0.20,1.36] —
Total (95% CI) 25 25 100.0% 0.52 [0.20, 1.36] -
Total events 1] 1]
Heterogeneity: Mot applicable I t t {
Testfor overall effect: Z=1.234 (P=0.18) 0.0t Fa'v%slrs CRT+S Favours CjI'ES 100

Footnotes
(1) number of death not reported

Figure 180: Progression-free survival rate (Concomitant; 2- or 3-stage approach)

CRT fiby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Klewehro 2015 14 24 13 25 100.0% 1.08 [0.65, 1.80]
Total {95% CI) 25 25 100.0%  1.08 [0.65, 1.80]
Total events 14 13
Testfor overal efest 22028 (P= 0.7 0.0i o 1' i 100
estfor overall effect Z=0.28 (P =0.78) Favours CT flby surgery Favours CRT fiby surgery

Figure 181: Treatment-related morbidity: anastomotic leak (Concomitant or sequential)

CRT fiby surgery  CT flby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 Concomitant
Cao 2009 3 118 0 118 38.8% 7.O6[0.37,135.18] el *
Subtaotal (95% CI) 118 119 38.8% 7.06 [0.37,135.18] e —
Total events 3 1]

Heterageneity: Mot applicable
Testfor overall effect: Z=1.30(P=0.19)

1.2.2 Sequential

Mygaard 1992 2 47 3 41 B1.2% 0.68 [0.10, 3.31] — &
Subtotal (95% Cl) 47 4 61.2% 0.58 [0.10, 3.31]
Total events 2 3

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.61 (P = 0.54)

Total (95% CI) 165 160 100.0% 1.53 [0.13, 17.89] — e —
Total events ] 3
ity: TP =1.78; Chi*= =1 (P=014)F= ; | | |
?et?;Ugenewl.lT?fu t—Z‘I_Tr‘BD, §4h|P—_20.1;‘3, di=1 (P =014}, F=54% 0o o 10 100
estfor overall effect Z=0.34 (P = 0.73) Favours CRT fiby surgery Favours CT fiby surgery

Testfor subaroup differences: Chi*=2.04, df=1 {P=0.15), F=50.9%

Figure 182: Treatment-related morbidity: anastomotic leak (2-stage appraoch)

CRT fiby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Can 2009 3 118 0 119 38.8% 7.06[0.37,135.19] = *
Mygaard 1992 2 47 3 41 B1.2% 0.58 [0.10, 3.31] — T
Total {95% CI) 165 160 100.0% 1.53 [0.13,17.89] — e ——
Total events ] 3
Heterogeneity: Tau®=1.78; Chi*= 217, df= 1 (P = 0.14); F= 54% I t t |
Testfor overall effect: Z=0.34 (P=0.73) 0.01 o 10 100
. : : Favours CRT fiby surgery Favours CT fiby surgery

Figure 183: Treatment-related morbidity: stenosis (Concomitant; 2-stage approach)

CRT fiby surgery  CT fiby surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Cao 2009 2 118 1] 119 100.0% 5.04[0.24,103.91] *
Total (95% Cl) 118 119 100.0% 5.04[0.24,103.91] — e —
Tatal events 2 0
Tect o averal efsct 2+ 1,08 P = 0.2 0.1 01 1o 100
estfor averall effect Z=1.05 (P = 0.29) Favours CRT flby surgery Favours CT fiby surgery
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H.13.4

Surgery (left or right open oesophagectomy) followed by (concomitant)

chemoradiotherapy versus surgery (left or right open oesophagectomy) alone

Figure 184: 10-year overall survival rate

Surgery followed by CRT Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% Cl M-H, Fixed, 95% CI
Lv 2010 19 Ta 10 80 100.0% 1.85[0.97,3.92]
Total {95% Cl) 78 80 100.0% 1.95 [0.97, 3.92] i
Total events 149 10
Heterogeneity: Mat applicable I t t {
e _ 0.0 01 10 100
Testfor overall effect Z=1.87 (F = 0.06) Favours surgery fiby CRT Favours surgery alone
Figure 185: 10-year progression free survival rate
Surgery followed by CRT  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lv 2010 14 Ta ] 80 100.0% 2.87[1.09, 7.59]
Total (95% Cl) 78 20 100.0%  2.87 [1.09, 7.59] et
Total events 14 ]
Heterogeneity: Mot applicable I t t |
T _ 0.01 0.1 10 100
Testfor overall effect Z=213 (F=0.03) Favours surgery foy CRT Favours surgery alone
H.13.5 Surgery alone versus radiotherapy alone
Figure 186: Overall survival rate (Different type of surgical approach)
Surgery Radiotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.1.1 2-stage approach
Badwe 1998 24 44 14 43 @17%  168[1.01,279 -
Subtotal {95% CI) 44 43 B.7% 1.68 [1.01, 2.78] -
Total events 24 14
Heterogeneity: Mot applicahble
Test for overall effect; 2=1.99 (P = 0.05)
9.1.2 3-stage approach
Fok 1994 fi 34 3 3/ 183% 1.79[0.48, 6.64] I e —
Subtotal {95% CI) 39 35 18.3% 1.79 [0.48, 6.64] —ogi——
Total events A 3
Heterogeneity: Mot applicahle
Test for overall effect: Z=0.88 (P =0.38)
Total (95% CI) 83 78 100.0% 1.70 [1.05, 2.74] <
Total events 3o 17
Heterogeneity: Chif= 0.01, df=1 (P = 0.92); F= 0% ID 0 051 150 1E|D=

Test for overall effect: Z=216 (F=0.03)
Test for subaroup differences: Chif=0.01, df=1 {P=092), F=0%

Figure 187 Overall survival (3-stage approach)

Favours radiotherapy Favours surgery

Surgery Radiotherapy Hazard Ratio Hazard Ratio
Study or Subgroup  Events Total Eventis Total 0O-E Variance Weight Exp[(O-E)/V], Fixed, 95% CI Exp[{O-E) | V], Fixed, 95% CI
Fok1994 (1) 0 39 0 35 -13.26 16.2 100.0% 0.44[0.27,0.72]
Total (95% CI) 39 35 100.0% 0.4410.27,0.72] -
Total events 1] 1]
Heterogeneity: Mot applicable 'D.D1 Df1 1'0 100

Testfor overall effect 2= 329 (P =0.0010)

Footnotes
(1) number of death not reported
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1 Figure 188: Treatment-related mortality (Different type of surgical approach)
Surgery Radiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
9.2.1 2-stage approach
Badwe 1998 3 44 i} 43 39.3% B.84 [0.36, 128.68] Lo »
Subtotal (95% CI) 44 43 39.3% 6.84 [0.36, 128.68] e —
Total events 3 a

Heterogeneity: Mot applicable
Testfor overall effect Z=1.28 (P =0.20)

0.2.2 3-stage approach

Fok 1984 3 a9 7 37 B0T% 0.41[0.11, 1.46] ——
Subtotal (95% CI) 39 37 60.7% 0.41 [0.11, 1.46] ol
Total events 3 T

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.38(F=017)

Total (95% CI) 83 80 100.0% 1.23 [0.08, 20.09] —— R —
Total events 53 7
Heterogeneity: Tau®= 2.92; Chi®= 319, df=1 (F = 0.07); F= 63% ID 01 0I1 1=D mgl
Testforoverall eﬁec_t: Z=015(F =_ 0.88) Favours surgery Favours radiotherapy

2 Test for subagroup differences; Chi®= 2,99, df=1 (P = 0.08), F= 66.6%

3 H.13.6 Chemotherapy followed by surgery versus surgery alone

4 Figure 189: 30-day mortality
CT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
8.3.1 2-stage approach
Mygaard 1992 B 41 5 38 53.6% 1.11 [0.37, 3.35)]
Subtotal {95% CI) a1 38 53.6% 1.11 [0.37, 3.35]
Total events B ]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.19 (P = 0.89)
8.3.3 2 stage or transhiatal approach
Boonstra 2011 4 76 3 82 35.6% 1.44 [0.33,6.22] — &
Law 18597 o 67 4 73108% 012001, 220 *
Subtotal {95% CI) 143 156  46.4% 0.57 [0.05, 6.57] e ——
Total events 4 7
Heterogeneity: Tau®=1.96; Chi®= 242 di=1{FP=012); F=59%
Testfor averall effect 2= 0.46 (P = 0.649)
8.3.4 Left thoracotomy
Can 2009 1} 114 0 118 Mot estimahle
Subtotal {95% CI) 119 118 Not estimable
Total events 1] ]
Heterogeneity: Mot applicable
Testfor averall effect Mot applicable
Total (95% CI) 303 311 100.0% 0.96 [0.36, 2.58] *
Total events 10 12
Heterogeneity: Tau®= 016; Chi®= 247 di=2{F=029); F=19% T o1 10 100
Testfar overall eﬁeclt Z£=0.09 (le 0.83) Favours CT fiby surgery Favours surgery alone
5 Test for subogroup differences: Chif=0.24 df=1 (P=062) F=0%
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Figure 190: Treatment-related mortality

CTfiby surgery  Surgery alone

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
8.5.1 3 stage approach
Ancana 2001 2 47 2 47 16.6% 1.00([0.15, 6.81]
Baba 2000 1 21 i} 21 4.2%  3.00([013, 69.70]
Subtotal (95% CI) 68 68 20.8% 1.40 [0.29, 6.87] —eami——
Total events 3 2
Heterogeneity: Chi*=0.34, df=1 (P = 0.56), F= 0%
Testfor overall effect Z=0.41 (P = 0.63)
8.5.2 2 or 3 stage approach
Maipang 1994 4 24 i} 22 43% B.28([047 145480 +
Subtotal (95% CI) 24 22 4,3% 8.28 [0.47, 145.50] e —
Tatal events 4 i}
Heterogeneity: Not applicable
Testfor overall effect Z=145{F =015)
8.5.3 2_stage or transhiatal approach
Boonstra 2011 ] a0 3 82 246% 1.71[0.42, 6.81] I B —
Lawy 1997 ] 74 B 73 A0.2% 0.82[0.26, 2.58] —a—
Subtotal {95% CI) 154 155 74.9% 1.11 [0.47, 2.66] ~a
Total events 10 9
Heterogeneity: Chi*= 063, df=1 (F=043) F=0%
Testfor overall effect Z=0.24 (P =081}
8.5.4 Left thoracotomy
Cao 2009 i 118 i} 118 Mot estimahle
Subtotal {95% CI) 119 118 Not estimable
Total events a i}
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 365 363 100.0% 1.48 [0.73, 3.03] .
Total events 17 11
Heterogeneity; Chi*= 2.80, df= 4 (P = 0.59); F= 0% ) 1 t |
Testfo?o\tergll effect: 7=1.08 (Pi 0.2y ) 0.01 o n 100
) ) Favours CT floy surgery Favours surgery alone
Testfor subaroup differences: Chi=173, df= 2 (P=042), F=0%
Figure 191: Postoperative mortality
CT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.4.1 2-stage approach
MNygaard 1992 & 41 g 38 321% 1.11[0.37, 3.39]
Subtotal (95% CI) 4 38 321% 1.11[0.37, 3.35]
Total events G ]
Heterogeneity: Not applicable
Testfor overall effect: Z=0.18 (P = 0.85)
8.4.2 3-stage approach
Ancana 2001 1 40 2 47 11.4% 0.59 [0.06, 6.24]
Baba 2000 1 21 i 21 31%  3.00[0.13, 6970
Subtotal {95% CI) 61 68 14.5%  1.10[0.19, 6.36] ——e———
Total events 2 2
Heterogeneity: Chi*= 066, df=1 (P=04%); F=0%
Testfor overall effect: Z=0.11 (P = 0.91)
8.4.3 2 stage or transhiatal approach
Boonstra 2011 4 7h 3 82 17.9% 1.44 [0.33, 6.22] -
Lawy 19497 ] 67 5 73 35.8% 0.91[0.29, 2.54] 4!;
Subtotal {95% CI) 143 155 534%  1.09 [0.44, 2.65]
Total events ] ]
Heterogeneity: Chi*=0.24, df=1 (P=063) F=0%
Testfor overall effect: Z=0.18 (F = 0.8E6)
8.4.4 Left thoracotomy
Cao 2009 a 118 a 1148 Mot estimable
Subtotal (95% CI) 119 118 Not estimable
Tatal events i i
Heterogeneity: Mot applicable
Testfor overall effect: Mot applicable
Total (95% CI) 364 379 100.0%  1.10 [0.57, 2.09] il
Tatal events 17 16
Heterogeneity, Chi*=0.90, df= 4 (P=0.92); F= 0% ) t t |
Testfo?uverzl effect. Z=0.28 (Pi 0.7a) : 0.01 b1 10 100
A ) Favours CT floy surgery Favours surgery alone
Testfor subgroup differences: Chi*=0.00, df= 2 {P=1.00}, F= 0%

© National Institute for Health and Care Excellence 2017

90



DRAFT FOR CONSULTATION

Figure 192: Overall survival rate

CT filby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.8.1 3 stage approach
Ancona 2001 7 a7 3 47 18.4% 2.33[0.64, 8.49] -
Subtotal (95% Cl1) 47 47 18.4% 2,33 [0.64, 8.48] ~tei
Total events 7 3
Heterogeneity, Mot applicable
Testfor overall effect Z=1.29 (F=0.20)
8.8.2 2 or 3 stage approach
Maipang 1994 7 24 g 22 81.1% 0.80[0.35, 1.89] ——
Subtotal (95% Cl) 24 22 51.1% 0.80 [0.35, 1.85] -'-
Total events 7 g
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.52 (P = 0.60)
8.8.3 Not reported
MRC 2002 9 123 ] 124 30.58% 1.81[0.63, 5.26] —T
Subtotal (95% Cl1) 123 124 30.5% 1.81 [0.63, 5.26] -~
Total events 9 a
Heterogeneity, Mot applicable
Testfor overall effect: Z=110(F=0.27)
Total (95% CI) 194 193 100.0% 1.39 [0.78, 2.49] e
Total events 23 16
?et?;ogenemil:l C;I T;i ?fQ:FZ'EPD:QDE.QS);I =21% ot 01 18 100
estioroverall eliect. 2= 1. { s ) Favours surgery alone Favours CT fiby surgery
Testfar subaroup diferences: Chif= 2,45 df= 2 (P=0.29), F=18.5%
Figure 193 Overall survival (According to type of surgical approach)

CT fiby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Evenis Total 0-E Variance Weight Exp[{O-E) V], Fixed, 95% Cl Exp[{O-E) | V], Fixed, 95% Cl
8.13.1 2-stage or transhiatal approach
Boonstra 2011 (13 i 85 0 84 -12.34 36.02 438% 0.71 [0.51, 0.98] —H
Subtotal (95% CI) 85 84 43.8% 0.71 [0.51, 0.98] L 2
Total events 1] 0
Heterogeneity: Mot applicable
Testfor overall effect: Z= 2.06 (P = 0.04)
8.13.2 Not reported
MRC 2002 ar 123 97 124 -11.49 46.25  56.2% 0.78[0.58, 1.04] i
Subtotal (95% CI) 123 124 56.2% 0.78 [0.58, 1.04] 2
Total events ar a7
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.69 (P = 0.08)
Total (95% CI) 208 208 100.0% 0.75 [0.60, 0.93] L 3
Total events ar a7
Heterogeneity: Chi*= 018, df=1 (P = 0.67); F= 0% ID 01 D=1 1’0 100I
Testfor overall effec.t: =263 (P=_ 0.009) Favours CT flby surgery Favours surgery alone
Testfor subgroup differences: Chi*= 018 df=1 {P = 067), F=0%
Footnotes
(1) number of death not reported

Figure 194: Disease-free survival (2-stage or transhiatal)

CT fiby surgery  Surgery alone Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[{O-E}/V], Fixed, 95% Cl Exp[{O-E} I V], Fixed, 95% Cl
BEoonstra 2011 {13 1] a4 1] 84 -11.8 35.93 100.0% 0.72[0.52,1.00]
Total (95% CI) 85 24 100.0% 0.72[0.52, 1.00] <
Total events a ]
Heterogeneity: Mot applicahle ID 0 051 150 1005

Testfor overall effect Z=1.97 {P=0.05)

Footnotes
(1) number of event not reported
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Figure 195: Treatment-related morbidity: anastomotic leak

CT filby surgery  Surgery alone Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

8.2.1 2-stage approach

Mygaard 1992 3 41 2 28 106%  1.38[0.25 7.87]
Subtotal (95% CI) M 38 10.6%  1.39[0.25,7.87]
Total events 3 2

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.37 (F=0.71)

8.2.2 3-stage approach

Ancona 2001 2 40 1 47 4T%  2.35([0.22, 24.97]
Baba 2000 g 21 g 21 30.6% 0.83[0.30, 2.31]
Subtotal (95% CI) 61 68 352%  1.03[0.41, 2.61]
Total events 7 7

Heterogeneity: Chi®= 0.64, df=1 (P=043); F=0%
Testfor overall effect: £=0.07 (F = 0.94)

8.2.3 2-stage or transhiatal appraoch

Boonstra 2011 a 76 g 82 441% 0.96 [0.39, 2.36]
Lawy 19497 3 67 i T3 24% T.B2[0.40 14479]
Subtotal {95% CI) 143 1556  46.5%  1.31[0.58, 2.97]
Total events 1 ]

Heterogeneity, Chit= 1.83, di= 1 (P= 0.18); F= 45%
Testfor overall effect; Z= 0.64 (P = 0.52)

8.2.4 Left thoracic

—eme——

-

a0 2008 0 119 1 118 77%  0.33[0.01,8.03
Subtotal (95% CI) 119 18 7.7%  033[0.01,8.03] ————
Total events ] 1

Heterogeneity, Mot applicable
Test for overall effect: 2= 0.68 (F = 0.50)

Total {(95% CI) 364 379 100.0%  1.15[0.65, 2.02]
Total events 21 19

-

Heterogeneity: Chi®= 310, df= 48 (P =068) F=0% I

01

10

o - 0.01 100
Testfor overall effec_t. =047 (P - 0.64) Favours CT fiby surgery Favours surgery alone
Testfor subgroup differences: Chi=0.78, df= 3 (P =0.85), F= 0%
Figure 196: Treatment-related morbidity: bleeding
CT flby surgery Surgery alone Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Law 1997 a5 58 B0 733 30 B9 100.0% 62.00([45.71,78.29]
Total {95% CI) 60 69 100.0% 62.00 [45.71,78.29] o
Heterogeneity: Mot applicable ' t t |
i -100 -A0 0 a0 100
Testfor overall effect. £=7.46 (P = 0.00001) Favaurs CTflby surgery Favours surgery alone
Figure 197: Treatment related morbidity: wound infection
CT fiby surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lawy 1987 4 1] 7 69 100.0% 0.66[0.20, 2.14] —
Total (95% CI) 60 69 100.0%  0.66 [0.20, 2.14] —~ai—
Total events 4 7
Heterogeneity: Mot applicahle b oh s o0

Testfor overall effect: Z=0.70 {F = 0.44)
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1 H.13.7 Chemoradiotherapy versus radiotherapy alone

2 Figure 198: Treatment-related mortality (Concomitant)
Chemoradiotherapy  Radiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Araujol199 1] 28 1 M 172% 0,37 [0.02, 8.68]
Cooper 1998 1 1 0 G0 BA%  2.949[012 71.04]
Gao 2002 i 40 0 41 Mot estimahle
Kaneta 1997 0 13 1] 12 Mot estimable
Slabber 1998 2 34 2 36 23.4% 1.06 [0.16, 7.10]
Smith 1998 a 59 2 60 29.9% 0.20[0.01,4.15) * =
Zhao 2005 ] 54 2 47 23.4% Z2.64[053,13.03] N e E—
Zhu 2000 a 33 0 33 Mot estimable
Total (95% CI) 322 330 100.0% 1.7 [0.47, 2.90] —~il—
Total events 2 7
- Chif= = = = k t t |
e 3o L
3 . . . Favours chemoradiotherapy Favours radiotherapy
4 Figure 199: Overall survival (According to type of chemoradiotherapy)
Treatment Control Hazard Ratio Hazard Ratio
Study or Subgroup  Events Total Events Total 0-E Variance Weight Exp[{O-E)/V], Fixed, 95% CI Exp[{O-E) / V], Fixed, 85% CI
1.1.1 Concomitant
Araujol991 25 28 i 31 -522 11.84 10.8% 0.64 [0.36,1.14] ~
Cooper 1999 48 61 62 62 -28.24 5346 486% 0.59[0.45, 0.77] ——
Gao 2002 24 40 27 41 -3.02 1275 11E6% 0.79[0.46,1.37] .
Fhu 2000 23 33 24 33 -BI27 13 11.8% 0.62 [0.36, 1.06] Ea—
Subtotal {95% CI) 162 167 82.8% 0.63 [0.51, 0.77] "
Total events 120 148
Heterogeneity: Chi®= 0.89, df= 3P =083), F=0%
Test for overall effiect. Z=4.48 (P = 0.00001)
1.1.2 Sequential
Hatlevall 1992 a 46 5 a1 36 1892 17.2% 1.21[0.77,1.90] e
Subtotal (95% CI) 46 5 17.2% 1.21 [0.77, 1.90] e
Total events 0 ]
Heterogeneity: Mot applicable
Test for overall effiect Z=083 (P=0.41)
Total (95% CI) 208 218 100.0% 0.70 [0.58, 0.84] <&
Total events 120 143
ity: Chif= = = = I t t 1 } |
Toctfor vral et Z0 375 (o 0000 LT
- : s Favours treatment Favours control
5 Test for subgroup differences: Chif= 682, df=1 (P = 0.008), F= 85.3%
6 Figure 200: Overall survival rate at 1 year
Chemoradiotherapy  Radiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
7.1.1 Concomitant
Araujolag1 17 28 17 3 10.4% 1A1[0.72,1.71] T
Cooper 1999 32 61 21 62 10.8% 1.85[1.02, 2.36] a—
Gao 2002 32 40 a0 41 16.0% 1.09 [0.86, 1.39] -
Han 2012 46 65 48 65 16.8% 0.96 [0.77,1.189] -
Herskovic 19920A-Sarraf 1997 28 61 17 B0 9.3% 1.62[1.00, 2.63] —
Kurnar 2007 33 65 18 B0 10.0% 1.69 [1.07, 2.67] —
Smith 1998 32 a9 20 B0 10.6% 1.63[1.06, 2.50] —
Zhao 2005 36 a4 44 a7 16.1% 0.86 [0.68, 1.08] —
Subtotal (95% CI) 433 436 100.0% 1.21 [0.99, 1.48] »
Total events 256 215
Heterogeneity: Tau® = 0.05; Chi*=19.81, df= 7 (P = 0.006); F= 65%
Test for overall effect: Z=1.87 (P = 0.06)
Total {95% CI) 433 436 100.0% 1.21[0.99, 1.48] »
Total events 256 215
Heterogeneity: Tau® = 0.05; Chi*=18.81, df= 7 (P = 0.006); F = 65% ID.D1 D=1 110 1DD=

Test for overall effect: Z=1.87 (P = 0.08)

) ’ Fa'v'DLirs radiotherapy Favours chemoradiotherapy
7 Test for subaroup differences: Mot applicable
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Figure 201: Overall survival rate at 3 years (Concomitant)

Chemoradiotherapy  Radiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Araujol 991 G 28 ] M T7.3% 1.33 [0.46, 3.88]
Cooper 1999 18 61 0 62  0.8% 37.60([2.32610.31] e
Gao 2002 16 40 14 41 21.2% 1.17 [0.66, 2.07] —
Han 2012 26 65 12 65 18.4% 217 [1.20,3.91] —
Herskovic 1992/A1-Sarraf 1997 7 61 0 60 0.8% 14.76(0.86, 252.80] 4
Kurnar 2007 12 65 7 60 11.2% 1.58 [0.67, 3.75] T
Smith 1998 3 59 5 60 T.E% 1.63 [0.56, 4.69] R E—
Zhao 2005 24 54 22 57 32.8% 1.15[0.74,1.79] —
Total {95% Cl) 433 436 100.0% 1.82[1.40, 2.37] L 2
Total events 117 65
Heterogeneity: Chi*= 13.86, df= 7 (P = 0.08); F= 49% b Y T o0

Testfor averall effect Z= 450 (P = 0.00001)

Favours radiotherapy Favours chemoradiotherapy

Figure 202: Overall survival rate at 5 years

Chemoradiotherapy  Radiotherapy Risk Ratio Risk Ratio

Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Araujo1991 4 28 2 kil 7.89% 2.21[0.44,11.17]
Cooper 1993 14 61 0 62  2.0% 208.47[1.80,453.28) +
Gan 2002 g 65 3 B0 12.4% 2,46 [0.68, 8.85] -
Kumar 2007 3 65 3 60 12.4% 2.46 [0.68, 8.89] I e E—
Smith 1998 ] 59 4 60 15.7% 1.27 [0.36, 4.50] I e —
Zhao 2005 19 54 13 57 50.1% 1.54 [0.85, 2.81] i
Total (95% CI) 332 330 100.0% 2.33[1.51, 3.58] .
Total events a8 25

—— _ _ o | , , |
Heterogeneity: Chi®= 586, df =5 (P=032);F=15% '0.01 0'1 1'0 1UD'

Test for overall effect Z= 3.83 (P = 0.0001)

Figure 203: Disease-free survival

Fa'v'oLirs radiotherapy Fawvours chemoradiotherapy

Treatment Control Hazard Ratio Hazard Ratio
Study or Subgroup  Events Total Events Total Q-E Variance Weight Exp[{Q-E)/V], Fixed, 95% Cl Exp[{O-E) / V], Fixed, 95% Cl
Cooper 1999 35 54 61 -16.66 21.24  B25% 0.46[0.30, 0.70]
5o 2002 16 13 41 -3.02 1275 375% 0.79[0.46 1.37] — &
Total (95% CI) 102 100.0% 0.56 [0.40, 0.78] L
Total events a1 67
Heterogeneity: Chi*=2.38, df=1 (P =0.12); F=58% f t t 1 ) |
o M 01 02 05 2 & 10
Test for overall effect: 2= 3.38 (P=0.0007) Favours treatment Favours control
Figure 204: Any treatment-related morbidity
Chemoradiotherapy Radiotherapy Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Araujot991 26 28 25 1 TI% 1.15[0.94,1.41] =
Cooper 1998 12 61 15 G0 17.4% 0.79[0.40,1.54] T
Han 2012 12 13 10 65 11.5% 1.20 [0.56, 2.58] I e
kurmar 2007 el 13 18 G0 21.5% 1.59[1.00,2.53] =
Zhao 2005 10 54 17 a7 19.0% 062[0.31,1.23] —
Zhu 2000 4 33 3 33 34% 1.33[0.32, 5.50] e E—
Total (95% CI) 306 306 100.0%  1.09 [0.88, 1.36] »
Total events 95 ag

ity: Chiz= = = E= I t t |
Heterogeneity: Chi*=6.43, df=5(P=027), F=22% 001 0 10 100

Testfor overall effect Z=0.80(F=0.43)

Favours chemoradictherapy Favours radiotherapy
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Chemoradiotherapy (concomitant) alone versus surgery (2-stage or 3-stage

oesophagectomy) alone

Figure 205: Overall mortality estimate

Chemoradiotherapy Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chiu 2005/Teoh 2012 14 36 20 44 100.0% 0.82 [0.55,1.53]
Total (95% CI) 36 44 100.0%  0.92[0.55,1.52]
Total events 14 20

Heterogeneity: Mot applicable
Testfor overall effect 2= 0.34 (P =0.74)

Figure 206: 30-day mortality rate

0.01 0.1 1 10 100
Favours chemaradiotherapy Favours surgery

Chemoradiotherapy Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Chiu 2009/Teah 2012 1] 36 3 44 100.0% 0.7 [0.01, 3.26]
Total (95% CI) 36 44 100.0% 0.7 [0.01, 3.26] ————
Total events 1} 3
Heterogeneity: Mot applicable dooz o o e

Testfor overall effect Z=117 (P=0.24)

Favours chemoradiotherapy Favours surgery

Figure 207 Overall survival (Concomitant; 2- or 3-stage approach)

Chemoradiotherapy Surgery Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E)/V], Fixed, 95% Cl Exp[(O-E) | V], Fixed, 95% CI
Chiu 2005/Teoh 2012 15 36 20 44 -072 8.59 100.0% 0.92[0.47,1.79]
Total (95% Cl) 36 44 100.0% 0.92 [0.47, 1.79]
Total events 14 20

Heterogeneity: Mot applicahle
Testfor averall effect Z=0.25 (P =0.81)

Figure 208: Overall survival rate at 2 years

001 01 1 10 100
Favours CRT Favours 5

Chemoradiotherapy Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Chiu 2005/Teoh 2012 21 36 24 44 100.0% 1.07 [0.73,1.57]
Total (95% CI) 36 44 100.0%  1.07 [0.73,1.57]
Total events 21 24

Heterogeneity: Mot applicable
Testfor overall effect Z=0.34 (P=0.73)

Figure 209: Overall survival rate at 5 years

, , |
0.01 0.1 1 10 100
Favours surgery Favours chemoradiotherapy

Chemoradiotherapy Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total WWeight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Chiu 2005/Teoh 2012 17 36 10 44 100.0% 2.081[1.09, 3.96]
Total (95% CI) 36 44 100.0%  2.08 [1.09, 3.96] -
Total events 17 10
Heterogeneity: Mot applicable 'U.D1 Uf'l 1'0 100'

Testfor overall effect 2= 2.22 (P=0.03)

Figure 210: Disease-free survival rate at 2 years

Favours surgery Favours chemoradiotherapy

Chemoradiotherapy Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chiu 2005/Teoh 2012 20 36 24 44 100.0% 1.02 [0.68, 1.52]
Total (95% CI) 36 44 100.0%  1.02 [0.68,1.52]
Total events 20 24

Heterogeneity: Mot applicable
Testfor overall effect Z=0.08 (F =0.93)

0.01 01 1 10 100
Favours surgery Favours chemoradiotherapy
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Figure 211: Disease-free survival rate at 5 years

Chemoradiotherapy Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Chiu 2005/Teoh 2012 17 36 12 44 100.0% 1.73[0.96, 3.13]
Total (95% Cl) 36 44 100.0%  1.73[0.96, 3.13] -
Total events 17 12
Heterogeneity: Mot applicable 'U.D1 Uf'l 1'0 100'

Testfor overall effect 2= 1.81 (F=0.07 Favours surgery Favours chemoradiotherapy

H.14 Non-metastatic oesophageal cancer not suitable for
surgery

What is the optimal treatment for adults with non-metastatic disease in the
oesophagus who are not suitable for surgery?

H.14.1 Comparison 1: Chemotherapy versus radiotherapy in inoperable oesophageal
cancer

Figure 212: Overall Survival

Radiotherapy  Chemoradiotherapy Hazard Ratio Hazard Ratio
Study or Subgroup  Events  Total Events Total 0-E Variance Weight Exp[{O-E)}/V], Fixed, 95% CI Exp[(O-E) | V], Fixed, 95% CI
Gao 2009 1] 1} 1} 1} 1] 1} Mot estimahble
Kumar 2007 a7 ] a8 G5 -10.32 2396 246% 0.65[0.44, 0.57] —
Lui 2012 47 ar 43 a4 -213 2246 23.0% 0.91 [0.60, 1.38] —a—
Wobbes 2001 98 111 100 110 -9.53 8113 52.4% 0.83[0.63,1.09] LI
Total (95% CI) 228 229 100.0% 0.80 [0.65, 0.97] ¢
Total events 202 2m
Heterogeneity: Ch|‘f 147, df=2¢P=048),F=0% '0_01 DH 1'0 100'
Testfor overall effect =223 (P=0.03) Favours [CRT] Favours [RT]

Figure 213: One Year Overall Survival

Radiotherapy  Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl
1.2.1 5FU-based chemotherapy
Lui 2012 13 a7 18 54 13.0% 0.68[0.37,1.26] —
Subtotal (95% CI) 57 54  13.0% 0.68 [0.37, 1.26] -
Total events 13 18

Heterogeneity, Mot applicahble
Testfor averall effect Z=122{F=022)

1.2.2 Hon-5FU based chemotherapy

Gao 2009 10 33 10 35 95% 1.06[0.51, 2.21] —

Kumar 2007 42 B0 32 B5 33.2% 1.42[1.08,1.91] Bl

Wabhes 2001 74 111 G0 110 44.2% 1.30[1.08, 1.61] L

Subtotal {95% CI) 204 210  87.0% 1.33[1.12, 1.57] L

Total events 131 102

Heterageneity: Tau®= 0.00; Chi*= 060, df=2 (P=0.74), F=0%

Testfor averall effect £= 3.34 (F = 0.0009)

Total (95% CI) 261 264 100.0% 1.21 [0.95, 1.55] »

Total events 144 120

Heterogeneity: Tau®= 0.02; ChiF=5.04, di= 2 (P= 0173 F= 40% iﬂ m D=1 1=D 1DE|=
Test for overall effect Z=152 (F=0.13) ’ Fa'murs [RT] Favours [Chemo + RT]

Test for subaroup differences: Chif= 423, df=1 {P=0.04), F=76.3%
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Figure 214: Two Year Overall Survival

Chemoradiotherapy Risk Ratio
Events Total Weight M-H, Random, 95% CI

Radiotherapy

Study or Subgroup  Events Total

Risk Ratio
M-H, Random, 95% Cl

Gao 2008 16 35 23 33 165% 0BG [0.43,1.00]
kurmar 2007 a1 o] LE] G5 38.2% 1.15[0.96, 1.38]

Lui 2012 1] a a a Mat estimahla
Wohbes 2001 95 111 a8 110 453% 1.07 [0.95,1.21]
Total (95% CI) 206 208 100.0% 1.01 [0.82,1.25]

Total events 162 1549

Heterogeneity, Tau*=0.02; Chi*=6.14 df=2(P=0.08), F=67% IIJ o

Testfor overall effect Z=0.14 (P =0.85)

Figure 215: Three Year Overall Survival

Radiotherapy  Chemoradiotherapy Risk Ratio

01 1 10 100

Favours [RT] Favours [Chema + RT]

Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI

Wobhes 2001 48 111 100 110 5853% 0.97 [0.859,1.068] 2001

kurmar 2007 a3 =] a3 s 27.9% 1.08[0.93,1.26] 2007

Gao 2009 a a 1] a Mot estimable 20049

Lui 2012 35 ar kli] a4 16.9% 111 [0.81,1.51] 2012

Total (95% CI) 228 229 100.0%  1.03[0.94,1.12]

Total events 186 183

?et?;ngeneltyl:l C#I Tiisﬂ gt;‘:PEEPnzsg.Sel); F=T% 'D.El1 Elf1 1| 1'E| 1

estfor overall effect Z= 0.57 (F=0.57) Favours [RT] Favours [Chemo + RT]
Figure 216: Five Year Survival
Radiotherapy  Chemoradiotherapy Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl

kurmar 2007 ar 5] a7 Ba B2A% 1.08[0.87 1.21]

Luiz0z2 41 ar 32 a4 37E% 1.21 [0.92 1.60]

Total (95% CI) 117 119 100.0%  1.13[1.00,1.28]

Total events 48 L]

Heterogeneity Chi®=089 df=1 =039} F=0% T o 3 ne 100

Testfor overall effect: Z=1.94 (F=0.09)

Figure 217: Ten Year Overall Survival

Chemoradiotherapy Risk Ratio
Events Total Weight M-H, Fixed, 95% Cl Year

Radiotherapy

Study or Subgroup  Events  Total

Favours [RT] Favours [Chema + RT]

Risk Ratio
M-H, Fixed, 95% CI

Lui 2012 46 a7 42 a4 100.0% 1.04 [0.86,1.26] 2012
Total (95% CI) 57 54 100.0%  1.04 [0.86, 1.26]

Total events 46 42

Heterogeneity: Mot applicable ID 01

Testfor overall effect Z=0.38 (P=0.70)

Figure 218: Treatment-Related Mortality

1 1 ]
0.1 1 10 100
Favours [RT] Favours [Chemo + RT]

Radiotherapy  Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Lui 2012 2 a7 A 54 100.0% 0.38[0.08,1.87] —
Total (95% CI) 57 54 100.0%  0.38 [0.08, 1.87] —eni——
Total events 2 i
Heterageneity: Mot applicahle o 0 10 o0

Testfor overall effect Z=118 (P=023
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Figure 219: One Year Progression-free Survival

Radiotherapy  Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Gao 2009 24 35 14 33 50.45% 1.62[1.02, 2.55] i
kumar 2007 a a a I} Mot estimable
Lui 2012 a a a 0 Mot estimable
YWohbes 2001 18 111 34 110 49.5% 0.52[0.32, 0.87] ——
Total {(95% CI) 146 143 100.0% 0.93 [0.30, 2.89] e
Total events 42 48
Heterogeneity: Tau®=0.61; Chi#= 1111, df=1 (P = 0.0008); F= 91% f f f

o _ 0.0 0.1 10 100
Testfor overall effect Z=0.13 (P = 0.84%) Favours [CRT] Favours [RT]
Figure 220: Three Year Progression-free Survival

Radiotherapy  Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Gao 2009 0 0 i} Mot estimahle
kumar 2007 1] a a Mot estimable
Lui 2012 1] a a Mot estimable
Waobbes 2001 g 111 ] 110 100.0% 0.881[0.35, 2.20] 1
Total (95% CI) 111 110 100.0% 0.88 [0.35, 2.20]
Total events g ]
Heterogeneity: Mot applicable o 0 A e

Testfor overall effect: Z= 027 (P =0.79)

Favours [experimental] Favours [control]

Figure 221: Treatment-related Toxicity: nausea and vomiting

Radiotherapy  Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gan 2009 1 33 2 3\ 134% 0.483[0.05, 5.58)
kKumar 2007 ] 0 0 1] Mot estimahble
Lui2012 il 0 0 I Mot estimahble
YWobbes 2001 i 111 12 110 8B6E6% 0.04 [0.00, 0.66] * .
Total (95% CI) 144 145 100.0%  0.11 [0.02, 0.55] -~ ——
Total events 1 14
Heterogeneity: Chi®=2.28, df=1 (F=0.13); F= 56% ID 0 D=1 1=D
Testfor overall effect Z=2.67 (P =0.008) Favours [RT] Favours [CRT]
Figure 222: Treatment-related toxicity: oesophagitis
Radiotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gano 2009 22 33 24 35 48.3% 0.97 [0.70,1.359]
kKumar 2007 15 G0 25 G5 50.7% 0.65[0.38,1.11] —
Lui2012 il 0 0 I Mot estimable
Wobhes 2001 ] 0 0 1] Mot estimahble
Total (95% CI) 93 100 100.0%  0.81 [0.60, 1.09] &»
Total events a7 49
Heterogeneity: Chi*=1.84, di=1{P=017), F= 46% . e i

Testfor overall effect Z=1.38{F=017)
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Comparison 2: 5-FU-based chemoradiotherapy versus non-5-FU-based

chemoradiotherapy

Figure 223: One Year Overall Survival

5FU-based CRT  Non 5FU-based CRT Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% Cl
Ajani 2008 9 ar 11 35 100.0% 0.77[0.37,1.64] 2008

Total (95% CI) 37 35 100.0% 077 [0.37, 1.64]

Total events 9 11

Heterogeneity: Mot applicable
Testfor overall effect: 7= 0.67 (P = 0.40)

Figure 224: Two Year Overall Survival

S5FU-based CRT  Mon 5FU-based CRT Risk Ratio

0.01 01 1 10
5-FU Based CRT non-5-FU Based CRT

Risk Ratio

100

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Ajani 2008 29 a7 23 35 100.0% 1.149[0.89, 1.60] 2008

Total (95% CI) 37 35 100.0%  1.19[0.89, 1.60]

Total events 29 23

Heterogeneity: Mot applicahle
Test for averall effect Z=118(F=0.24)

0.01 0.1 1 10
5-FU Based CRT Non-5-FU Based CRT

100

Figure 225: Treatment-related Mortality
5FU-based CRT  MNon 5FU-based CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ajani 2008 1 a7 2 35 100.0% 0.47[0.04, 4.99]
Total (95% Cl} 37 35 100.0%  0.47 [0.04, 4.99] — e —
Total events 1 2
Heterogeneity: kot applicable T 0 10 00

Testfor averall effect: Z= 062 (P =053

Figure 226:

5FU-based CRT  MNon 5FU-based CRT Risk Ratio

Favours 5-FU Based CRT Favours Mon-5-FU CRT

Treatment-related Morbidity: grade 4/5 toxicity

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ajani 2008 11 ar 14 35 100.0% 0.69 [0.37,1.30] T
Total (95% CI) v 35 100.0%  0.69 [0.37, 1.30] il
Total events 11 14
ity i } } } |
Heterogeneity: Mot applicable 001 100

Testfor averall effect Z=115{P=0.2%5)
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First-line palliative chemotherapy

What is the optimal palliative first-line systemic chemotherapy for locally advanced

and/or metastatic oesophago-gastric cancer?

Comparison 1: Combination versus single-agent chemotherapy

Figure 227: Overall survival
Combination Chemo Single-agent therapy Hazard ratio Hazard ratio

Study or Subgroup  log[Hazard ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Colucci 1995 -0.36 0.26 35 36 11.7% 0.70([0.4Z2 1.16] —
Loghrer 1994 1] 0 B4 a4 Mot estimahle
Ohtsu 2003 -0.14 014 105 106 402% 087 [0.66, 1.14] —
Bouche 2004 -0.43 019 g9 45 21.9% 0.65[0.45 0.94] —_—
Lutz 2007 -0.27 01734 108 37 Z63% 0.76([0.54,1.07] — &
Total (95% CI) 337 223 100.0% 0.77 [0.65, 0.91] L

ity 2= = = - 2= f t u t t |
Heterogeneity: Chi*=1.69, df=3 (P=0.684); F=0% 0 0= o' L 0

Testfor overall effect Z= 296 (F = 0.003)

2
Favours Combination Favours Single Agent

Figure 228: Treatment-related mortality
Combination Chemo  Single-agent therapy Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Colucci 1995 1] 35 1 3B I2T% 0.33[0.01, 8.46] =
Ohtsu 2003 4 104 1 105 21.8%  412[0.45 37.448]
Bouche 2004 1 a9 1 45 29.4% 0.50[0.03, 8.18] =
Lutz 2007 1 108 1] 37 16.4%  1.05([0.04, 26.25]
Total (95% Cl) 337 223 100.0% 1.31 [0.38, 4.55] =gl
Total events G 3
e iR = - - . I } } |
?etf;ogenemfl.l C;| ;EEDD i;-PBEPD-Bg.SB), F=0% T o 0 100
estfor overall effect 2= 0.43 (P = 0.67) favours combination favours single agent
Figure 229: Treatment-related toxicity: nausea and vomiting
Combination Chemo  Single-agent therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kirm 1993 1} 1} 0 0 Mot estimahble
Loehrer 1994 g 7o [} B9 54.7% 1.31[0.48, 3.49] —
Ohtsu 2003 g 105 g 105 453% 1.60([0.54,4.73] —T
Total (95% Cl) 175 174 100.0% 1.44 [0.69, 3.02] -~
Total events 16 "
e CoiE = - - SR I } } {
?et?;ogenem-;.l CQ ;39?0 ng-QEPD-Sg.?Q), F=0% 0o R 10 100
estfor overall effect 2= 0.98 (P = 0.33) Favours combination Favours single agent
Figure 230: Treatment-related toxicity: diarrhoea
Combination Chemo Single-agent therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Loehrer 1994 2 70 ] 69 59.2% 0.39[0.08, 1.96] ——
Ohtsu 2003 3 105 1] 105 40.8% 7.00[0.37,133.87] L] *
Total (95% ClI) 175 174 100.0% 1.28 [0.07, 21.75] —— N —
Total events ] ]
[ CChiE= - - e I + } {
Heterogeneity Tau®= 287, Chi®= 295 df=1 (P =0.049); F= 66% 001 o 10 100

Testfor overall effect Z=017 (P=0.87)
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H.15.2 Comparison 2: 5-FU/cisplatin combinations with or without anthracycline

Figure 231: Overall survival
5-FUiPfanthracycline 5-FUIP Hazard ratio Hazard ratio

Study or Subgroup  log[Hazard ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Yun 2010 0 i} 0 1] Mot estimable

KRGGE 1992 -0.56 038 25 22 448% 0A7([0.27,1.20] —

Kim 2001 -019 034 1] B0 555% 0.83[0.42 1.61] ——

Total (95% Cl) 85 82 100.0% 0.70 [0.43,1.15] —~alil—

Heterogeneity: Chif= 0.63, df=1 (P = 0.47); F= 0% =D 2 D=5 é 5‘

Testfor overall effect Z=1.40 (P = 0.16) 5-FUlcis/anthracycline  5-FUicisplatin
Figure 232: Progression-free survival

Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Yun 2010 -0.0468 0.254 1000% 0.85([0.58 1.57]

Total (95% Cl) 100.0% 0.95 [0.58, 1.57]

Heterogeneity: Mot applicable 'D.D1 DH 1- 1'D 1DD'

Testfor overall effect Z=0.18 (F =0.89)

Favours [triplef] Fawvours [doublet]

H.15.3 Comparison 3: 5-FU/anthracycline combinations with or without cisplatin

Figure 233: Overall survival
5-FU/anthracycline/P  5-Flianthracycline Hazard ratio Hazard ratio

Study or Subgroup  log[Hazard ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kikuchi 19390 -0.54 0.25 32 33 265% 0.58[0.36,099] -
Cullinan 19494 007 01a a1 132 Mot estimable
Rath 1898 0.3 015 54 56 TI.5W  0.74[0.55, 0.99] ——
Total {95% CI) 86 89 100.0% 0.70[0.54, 0.89] -
Heterogeneity, Chi* = 0.68, df=1 (P =041}, F= 0% 102 015 t

Testfor overall effect Z=2.83 (P =0.009)

Figure 234: Overall survival

Irinotecan Non-rinotecan

Hazard Ratio

g-FUianthracyclinefP  5-FlWanthracycline

H.15.4 Comparison 4: Irinotecan versus non-irinotecan containing combinations

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Bouche 2004 -0174 023 44 45 159% 084[0.54,1.37
Dank 2008 -0.08 012 170 163 58.45% 092[073,1.17]
Park 2008 -0.1805 0.3628 45 45 BA% 0B3[0.41,1.70] e E—
Maoehler 2008 -0.256 0. a3 50 191% 07F7[0.51,1.17] — 1
Total (95% CI) M2 303 100.0% 0.87[0.73,1.05] L
Heterogeneity: Chi®= 0.59, df= 3 (P = 0.90%; P = 0% I t t 1 1 {
T v o1 0z 05 2 3 10
Testior overall effect Z=1.47 (F = 0.14) Favours irinotecan  Favours non-irinotecan
Figure 235: Progression-free survival
Irinotecan MNon-Irinotecan Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total VWeight IV, Fixed, 95% CI IV, Fixed, 95% CI
Park 2008 -0.2437 0.23149 15 45 19.2% 0.78[0.50,1.23] ¢
Dank 2008 -0.21 012 170 163 71.7% 0.81 [0.64,1.03] ——
Moehler 2008 0131 0338 53 500 9.0% 1.14[0.59,2.21] s
Total (95% CI) 268 258 100.0% 0.83[0.68,1.01] -*-—
Heterogeneity: Chi®= 098, df=2 (P =0.61), F=0% '0.5 D!? 1!5 2|

Testfor averall effect Z=1.83 (P =0.07)
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Figure 236: Treatment-related mortality
Irinotecan Hon-lrinotecan Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bouche 2004 0 45 1 45 16.3%  0.33[0.01,7.97)
Dank 2008 1 170 ] 163 556% 0.19[0.02, 1.62] i
Moehler 2009 a a3 2 a0 28.0% 019001, 384 4 =
Total (95% CI) 268 258 100.0%  0.21 [0.05,0.98] -~ —

Total events 1

a8

Heterogeneity, Chi*=0.09, df= 2 (F=096), F=0%
Test for overall effect: Z=1.89 (P = 0.09)

0.o1

01

10 100

higher without irinotecan  higher with irinotecan
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Second-line palliative chemotherapy

What is the optimal palliative second-line chemotherapy for locally-advanced or
metastatic oesophago-gastric cancer?

Second line chemotherapy versus placebo or best supportive care for
oesophago-gastric cancer

© National Institute for Health and Care Excellence 2017
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Figure 237: Overall survival with second line chemotherapy for oesophagogastric
cancer: results from individual studies

Study
D HR (95% Cl)

Olaparib + Paclitaxel v Paclitaxel

Bang 2015 —_— 0.56 (0.35, 0.87)
Bang 2016 —i— 0.79 (0.63, 1.00)
Subtotal (l-squared = 42.7%, p = 0.187) < 0.74 (0.60, 0.90)
Docetaxel v Placebo / BSC

Ford 2014 —— 0.67 (0.49, 0.92)
Subtotal (-squared = %, p =.) - 0.67 (0.49, 0.92)
Irinotecan + Cisplatin v Irinotecan

Higuchi 2014 —— 1.00 (0.69, 1.44)
Nishikawa 2015 ——— 0.83 (0.60, 1.17)
Subtotal (I-squared = 0.0%, p = 0.475) < I> 0.91(0.71, 1.16)

Paclitaxel v Irinotecan

Hironaka 2013 —— 1.13 (0.86, 1.49)
Subtotal (I-squared = %, p =) < 1.13 (0.86, 1.49)
Docetaxel v Docetaxel + Fluoropyrimidine

Maruta 2007 2 3.11(1.22,7.97)
Subtotal (I-squared = %, p =) — e 311(1.22,7.95)
Docetaxel v Docetaxel + Oxaliplatin

Kim JY 2015 ——— 1.17 (0.67, 2.04)
Subtotal (l-squared = %, p=.) _ 1,17 (0.67, 2.04)
FOLFIRI + Sunitinib v Placebo / BSC

Moehler 2013 —— 0.82 (0.50, 1.34)
Subtotal (I-squared = %, p =.) _— 0.82 (0.50, 1.34)
Fluoronyrimidine v Paclitaxel

Nishina 2016 —n— 0.89 (0.57, 1.38)
Subtotal (I-squared = %, p =) -_ 0.89 (0.57, 1.38)

Docetaxel v Irinotecan
Roy 2013 1.06 (0.70, 1.64)
Subtotal (l-squared = %, p=.) 1.06 (0.69, 1.63)
Irinotecan v Irinotecan + 5FU/fleucovorin
Sym 2013 $ 1.04 (0.62, 1.75)
Subtotal (I-squared = %, p=.) 1.04 (0.62, 1.75)

S-1 + Irinotecan v Irinotecan

Tanabe 2015 0.99 (0.78, 1.25)
Subtotal (I-squared = %, p =) 0.99 (0.78, 1.25)
Irinotecan v Placebo / BSC
Thuss-Patience 2011 e EE—— 0.48 (0.25, 0.92)
Subtotal (I-squared = %, p =.) — 0.48 (0.25, 0.92)
Docetaxel / Irinotecan v Placebo / BSC
Kang 2012 —— 0.71(0.54, 0.97)
Subtotal (I-squared = %, p =.) - 0.71(0.53, 0.96)
I | 1 I
2 5 1 5 8
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Figure 238: Progression-free survival with second line chemotherapy for
oesophagogastric cancer: results from individual studies

Study
ID HR (95% CI)
Docetaxel v Placebo / BSC
Ford 2014 —— 0.67 (0.48, 0.92)
Subtotal (I-squared = %, p =) = 0.67 (0.48, 0.93)
Irinotecan + Cisplatin v Irinotecan
Higuchi 2014 —_— 0.68 (0.47, 0.98)
Nishikawa 2015 — 0.86 (0.62, 1.20)
Subtotal (I-squared = 0.0%, p = 0.355) <> 0.77 (0.60, 0.99)
Paclitaxel v Irinotecan
Hironaka 2013 -+ 1.14 (0.88, 1.49)
Subtotal (I-squared = .%, p =.) <= 1.14 (0.88, 1.48)
Docetaxel v Docetaxel + Oxaliplatin
Kim JY 2015 —_— 0.50 (0.27, 0.91)
Subtotal (l-squared =.%, p=.) _ —— 0.50 (0.27, 0.92)
FOLFIRI + Sunitinib v Placebo / BSC
Moehler 2013 —t— 1.11(0.70, 1.74)
Subtotal (I-squared =.%, p =.) _ 1.11 (0.70, 1.75)
Fluoropyrimidine v Paclitaxel
Nishina 2016 —_— 0.58 (0.38, 0.88)
Subtotal (l-squared = %, p = .) e 0.58 (0.38, 0.88)
Docetaxel v Irinotecan
Roy 2013 — 0.84 (0.55, 1.28)
Subtotal (l-squared =.%, p=".) - 0.84 (0.55, 1.29)
Irinotecan v Irinotecan + 5FU/leucovorin
Sym 2013 —_—— 1.13 (0.68, 1.89)
Subtotal (l-squared =.%, p=.) _ 1.13 (0.68, 1.88)
S-1 + Irinotecan v Irinotecan
Tanabe 2015 —a 0.85 (0.67, 1.07)
Subtotal (I-squared =.%, p=".) <> 0.85 (0.67, 1.07)
Olaparib + Paclitaxel v Paclitaxel
Bang 2016 —a 0.84 (0.67, 1.04)
Subtotal (I-squared =.%, p=".) L 0.84 (0.67, 1.05)
1 I
2 5 1

Figure 239: Overall (OS) and progression free survival (PFS) with second line
chemotherapy vs placebo or best supportive care for oesophagogastric
cancer: results from network meta-analyses
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Outcome HR (95% CI)
S-1 + Irinotecan
0S —_— 0.56 (0.35, 0.90)
PFS —_— 0.68 (0.37, 1.23)
Irinotecan
0S —_— 0.57 (0.38, 0.85)
PFS — 0.80 (0.46, 1.38)
Docetaxel + Fluoropyrimidine
0S € + 0.21 (0.08, 0.55)
Irinotecan + mFOLFIRI
0S —_—— 0.54 (0.28, 1.05)
PFS —_— 0.71 (0.33, 1.49)
Docetaxel / Irinotecan
0S —— 0.71 (0.54, 0.94)
Olaparib + Paclitaxel
0S —_— 0.47 (0.28, 0.81)
PFS —_— 0.76 (0.40, 1.45)
Docetaxel
0S — 0.65 (0.48, 0.86)
PFS — 0.67 (0.48, 0.94)
Paclitaxel
0S — 0.64 (0.39, 1.05)
PFS —_— 0.91 (0.50, 1.66)
Irinotecan + Cisplatin
0S —_— 0.51 (0.32, 0.83)
PFS — 0.62 (0.34, 1.12)
Docetaxel + Oxaliplatin
0S —_— 0.55 (0.29, 1.03)
PFS —T— 1.34 (0.67, 2.70)
FOLFIRI + Sunitinib
0S —— 0.82 (0.50, 1.33)
PFS —1— 1.11 (0.70, 1.76)
Fluoropyrimidine

—_— 0.57 (0.29, 1.11)
PFS —_— 0.53 (0.25, 1.10)

T I T
1 5 1 5
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Figure 240: Treatment related morbidity with second line chemotherapy for
oesophagogastric cancer: results from network meta-analyses. Effects are
plotted treatment vs paclitaxel.
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Qutcome

Docetaxel

Nausea

Neutropaenic fever/sepsis
Neutropaenia

Diarrhoea

Irinotecan + mFOLFIRI
Nausea

Neutropaenic fever/sepsis
Neutropaenia

Diarrhoea
Treatment-related death

Docetaxel + Fluoropyrimidine
Nausea

Neutrapaenic fever/sepsis
Neutropaenia

Irinotecan

Nausea

Neutropaenic fever/sepsis
Neutropaenia

Diarrhoea
Treatment-related death

S-1+ Irinotecan

Nausea

Neutropaenic fever/sepsis
Neutropaenia

Diarrhoea
Treatment-related death

Fluoropyrimidine
Nausea

Neutropaenic fever/sepsis
Neutropaenia

Diarrhoea
Treatment-related death

Docetaxel + Oxaliplatin
Nausea

Neutropaenic fever/sepsis
Neutropaenia

Diarrhoea

Irinotecan + Cisplatin
Nausea

Neutropaenic fever/sepsis
Neutropaenia

Diarrhoea
Treatment-related death

Olaparib + Paclitaxel
Nausea

Neutropaenic fever/sepsis
Neutropaenia

Diarrhoea
Treatment-related death

Docetaxel / Irinotecan
Neutropaenic fever/sepsis
Neutropaenia

Docetaxel + Cisplatin
Neutropaenic fever/sepsis
Neutropaenia

Placebo / BSC
Neutropaenic fever/sepsis
Neutropaenia

FOLFIRI + Sunitinib
Neutropaenia

RR (85% CI)

. 0.50 (0.02, 14.29)
R PU— 1.32 (0.7, 10.00)
L ——— 4.76 (1.01, 25.00)

0.12 (0.00, 3.85)

*

* 2,38 (0.04, 100.00)
- 3.23 (0.05, 100.00)
L —— 1.82 (0.79, 4.17)

1.92 (0.05, 100.00)
1,60 (0.02, 126.99)

+ 0.17 (0.00, 16.67)
* 0.66 (0.03, 14.29)
S S — 2.86 (0.38, 20.00)
B e — 2.50 (0.49, 12.50)
—— 3.33(0.93, 11.11)
- 1.37 (0.94, 2.00)
0.99 (0.0, 16.67)
- 4.96 (0.24, 102.03)
—t—— 1.43 (0.22, 9.09)
—_— 33.33 (3.57, 250.00)
— 2.00 (1.19, 3.33)
* 0.68 (0.04, 12.50)

0.98 (0.01, 70.67)

* 7.14 (0.39, 100.00)
+ 5.26 (0.26, 100.00)
—t— 2.44 (1.01, 5.88)

* 11.11 (0.85, 250.00)
312 (0.13, 74.80)

1.61(0.02, 100.00)
* 16.67 (0.48, 250.00)
—— 100.00 (3 57, 250.00)

> 0.40(0.00, 50.00)

B B e — 2.17 (0.33, 14.29)
* 0.49 (0.02, 12.50)
—— 1.61(0.99, 2.63)
0.21(0.01, 5.56)
5.11 (0.04, 713.53)

L ]

L ]
v

1,02 (0.02, 50.41)
3.05 (0.13, 73.40)
- 1.37 (1.0, 1.73)
+ 0.34 (0.07, 1.61)
1,02 (0.02, 50.41)

L 2

0.65 (0.01, 50.00)
0.61(0.02, 16.67)

L Y

-+ 1.89 (0.14, 25.00)
—— 5.56 (0.85, 33.33)
» 0.10 (0.00, 3.39)

0.13 (0.01, 3.19)

0.37 (0.01, 10.00)

¢
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Luminal obstruction

What is the optimal management of luminal obstruction for adults with oesophago-
gastric cancer not amenable to treatment with curative intent?

Self-expanding metallic stent versus plastic tube

Figure 241: Dysphagia improvement
SEMS Plastic tube Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Shenfine 2009 092 1.04 104 142 1 52 48.9%  -0.50[-0.84,-0.16] —i—
Siersema 1998 07 07 37 08 07 38 51.1% -0.10 [-0.42, 0.22] ——
Total (95% CI) 141 90 100.0% -0.30 [-0.69, 0.10] ”
Heterogeneity: Tau? = 0.05; Chi = 2.87, df = 1 (P = 0.09); I* = 65% ‘1 _()‘5 ' 0?5 i

Test for overall effect: Z = 1.48 (P = 0.14)

Favours SEMS Favours Plastic tube

Figure 242: Persistent or recurrent dysphagia
SEMS Plastic Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
De Palma 1996 7 19 1 20 15.6% 0.67 [0.33, 1.36] -
Knyrim 1993 7 21 7 21 13.0% 1.00[0.43, 2.35] -
O'Donnell 2002 1 25 15 25 191% 0.73[0.42, 1.27] '
Roseveare 1998 3 15 4 16 7.5% 0.80[0.21, 3.00] I
Sanyika 1999 2 20 13 20 7.2% 0.15[0.04, 0.60] -
Shenfine 2009 24 104 34 52 22.3% 0.35[0.24, 0.53] -
Siersema 1998 10 37 1 38 15.3% 0.93[0.45, 1.93] I
Total (95% Cl) 241 192 100.0% 0.60 [0.39, 0.91] ‘
Total events 64 95
Heterogeneity: Tau? = 0.16; Chi? = 13.70, df = 6 (P = 0.03); I = 56% f f f 1
Test for overall effect: Z = 2.40 (P = 0.02) 001 o1 ! 0 10
Favours SEMS Favours Plastic tube
Figure 243: Procedure-related mortality
SEMS Plastic tube Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
De Palma 1996 0 19 3 20 18.1% 0.15[0.01, 2.72] ¢ =
Knyrim 1993 0 21 3 21 18.6% 0.14 [0.01, 2.61] ¢ =
O'Donnell 2002 0 25 0 25 Not estimable
Roseveare 1998 0 15 0 16 Not estimable
Sanyika 1999 0 20 0 20 Not estimable
Shenfine 2009 8 104 6 52 42.4% 0.67 [0.24, 1.82] ——
Siersema 1998 1 37 4 38 20.9% 0.26 [0.03, 2.19] - 1
Total (95% CI) 241 192 100.0% 0.39 [0.17, 0.88] ’
Total events 9 16
Heterogeneity: Chi = 2.12, df = 3 (P = 0.55); 12 = 0% f f f {
0.01 0.1 1 10 100

Test for overall effect: Z = 2.28 (P = 0.02)

Favours SEMS Favours Plastic tube
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Figure 244:

All procedure-related morbidity (unspecified)

SEMS Plastic tube Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
De Palma 1996 4 19 9 20 7.5% 0.471[0.17,1.27] B
Knyrim 1993 6 21 10 21 8.5% 0.60[0.27, 1.35] e
O'Donnell 2002 8 25 13 25 11.1% 0.62[0.31, 1.22] -1
Roseveare 1998 2 15 3 16 2.5% 0.711[0.14, 3.68] - 1
Sanyika 1999 1 20 12 20 10.2% 0.08 [0.01, 0.58]
Shenfine 2009 45 104 42 52 47.7% 0.54 [0.41, 0.69] &
Siersema 1998 5 37 15 38 12.6% 0.34 [0.14, 0.85] -
Total (95% Cl) 241 192 100.0% 0.48 [0.38, 0.60] ‘
Total events 71 104
! 1 1 ]
T 1

Heterogeneity: Chiz = 5.41, df = 6 (P = 0.49); I = 0% f
Test for overall effect: Z =6.20 (P < 0.00001)

T
0.01 0.1 1 10 100
Favours SEMS Favours Plastic tube
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Figure 245: Procedure-related morbidity

© National Institute for Health and Care Excellence 2017
111



DRAFT FOR CONSULTATION

SEMS Plastic tube Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.9.1 Perforation
De Palma 1996 0 19 3 20 21.3% 0.15[0.01,2.72] 1
Knyrim 1993 0o 21 3 21 218%  0414[001,261] & —
O'Donnell 2002 0 25 0 25 Not estimable
Roseveare 1998 0 15 0 16 Not estimable
Sanyika 1999 0 20 2 20 15.6% 020[001,392] — _ * |
Shenfine 2009 2 104 2 52 16.6% 0.50[0.07, 3.45] L
Siersema 1998 1 37 4 38  24.6% 0.26[0.03, 2.19] -
Subtotal (95% CI) 241 192 100.0% 0.24[0.08, 0.71] ’
Total events 3 14
Heterogeneity: Chi? = 0.79, df = 4 (P = 0.94); I = 0%
Test for overall effect: Z = 2.58 (P = 0.010)
1.9.2 Fistula
De Palma 1996 0 19 0 20 Not estimable
Knyrim 1993 121 2 21 502%  0.50[0.05,5.10] —
O'Donnell 2002 1 25 0 25 12.6% 3.00[0.13, 70.30] - -
Roseveare 1998 0 15 0 16 Not estimable
Sanyika 1999 0 20 0 20 Not estimable
Siersema 1998 0 37 1 38 37.2% 0.34[0.01, 8.14] e E—
Subtotal (95% CI) 137 140 100.0% 0.76 [0.17, 3.28] ‘
Total events 2 3
Heterogeneity: Chiz = 1.10, df = 2 (P = 0.58); I = 0%
Test for overall effect: Z = 0.37 (P = 0.71)
1.9.3 Haemorrhage
De Palma 1996 0 19 0 20 Not estimable
Knyrim 1993 0o 21 121 56%  033[001,7.74 ]
O'Donnell 2002 5 25 2 25 7.4%  250(0.53, 11.70] -1
Roseveare 1998 0 15 0 16 Not estimable
Sanyika 1999 0 20 2 20  93% 020[001,392) — |
Shenfine 2009 20 104 12 52 59.4% 0.83[0.44, 1.57]
Siersema 1998 3 37 5 38 18.3% 0.62[0.16, 2.40]
Subtotal (95% CI) 241 192 100.0% 0.83 [0.50, 1.38]
Total events 28 22
Heterogeneity: Chi? = 3.35, df = 4 (P = 0.50); I> = 0%
Test for overall effect: Z = 0.72 (P = 0.47)
1.9.4 Chest pain
O'Donnell 2002 1" 25 14 25 40.0% 0.79[0.45, 1.38]
Sanyika 1999 2 20 5 25 127% 0.50[0.11, 2.31]
Shenfine 2009 20 104 8 52 30.4% 1.25[0.59, 2.64]
Siersema 1998 12 37 6 38 16.9% 2.05[0.86, 4.90]
Subtotal (95% CI) 186 140 100.0% 1.11[0.75, 1.63]

Total events 45 33
Heterogeneity: Chi? = 4.50, df = 3 (P = 0.21); I = 33%
Test for overall effect: Z = 0.50 (P = 0.62)

1.9.5 Sepsis

Knyrim 1993 0 21 2 21 100.0% 0.20[0.01, 3.93] 4.77
Sanyika 1999 0 20 0 20 Not estimable

Subtotal (95% CI) M 4 100.0%  0.20 [0.01,3.03] e ——
Total events 0 2

Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

1.9.6 Migration

De Palma 1996 0o 19 2 20 55% 021001411 T ]
Knyrim 1993 0o 2 121 34%  0330001,774] T
O'Donnell 2002 2 2 6 24 139%  032[007,143] —
Roseveare 1998 [T 2 16 44%  053[005,529] —
Sanyika 1999 120 6 20 136% 017[002,120) T
Shenfine 2009 12 104 17 52 513%  035[0.18,068] —+
Siersema 1998 0o a7 337 79%  014[001,267] —
Subtotal (95% ClI) 241 190 100.0% 0.31[0.18, 0.53] ‘

Total events 16 37

Heterogeneity: Chi® = 1.08, df = 6 (P = 0.98); I = 0%
Test for overall effect: Z = 4.29 (P < 0.0001)

1.9.9 Reflux

O'Donnell 2002 4 25 3 25 60.0% 1.33[0.33, 5.36]
Sanyika 1999 0 1 0 1 Not estimable
Siersema 1998 3 37 2 37 40.0% 1.50 [0.27, 8.46]
Subtotal (95% CI) 63 63 100.0% 1.40 [0.47, 4.14]
Total events 7 5

Heterogeneity: Chi = 0.01, df = 1 (P = 0.92); = 0%
Test for overall effect: Z = 0.61 (P = 0.54)

1.9.11 Stent malfunction

De Palma 1996 0 19 0 20 Not estimable

Knyrim 1993 2 21 121 100.0%  2.00(0.20, 20.41] 7‘.7

O'Donnell 2002 0 25 0 25 Not estimable

Roseveare 1998 0 15 0o 16 Not estimable

Sanyika 1999 0 20 0 20 Not estimable

Shenfine 2009 0 104 0 52 Not estimable

Siersema 1998 -4 0 38 Not estimable

Subtotal (95% CI) 241 192 100.0%  2.00 [0.20, 20.41] —~——

Total events 2 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.58 (P = 0.56)
k + + 1
001 0.1 1 10 100

Favours SEMS Favours plastic tube
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H.17.2 SEMS versus laser

Figure 246: Persistent or recurrent dysphagia
SEMS LASER Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Adam 1997 14 42 4 18  32.9% 1.50[0.57, 3.93] TR
Dallal 2001 4 31 12 34 67.1% 0.37[0.13, 1.02]
Total (95% Cl) 73 52 100.0%  0.74[0.38, 1.43] <o
Total events 18 16

Heterogeneity: Chi? = 3.89, df = 1 (P = 0.05); I? = 74%

Test for overall effect: Z = 0.90 (P = 0.37)

0.01

T
0.1 1

10 100

Favours SEMS Favours LASER

Figure 247: Need of intervention for recurrent dysphagia
SEMS LASER Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Adam 1997 15 42 18 18 54.8% 0.37 [0.25, 0.56] '.'
Dallal 2001 10 31 13 34 452% 0.84[0.43, 1.64]
Total (95% Cl) 73 52 100.0% 0.54 [0.23, 1.26]
Total events 25 31
Heterogeneity: Tau? = 0.30; Chi? = 4.80, df = 1 (P = 0.03); I = 79% =o.01 0?1 ! 1=0 100‘

Test for overall effect: Z = 1.43 (P = 0.15)

Favours SEMS Favours LASER
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Figure 248: Procedure-related morbidity

SEMS LASER Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 90% CI M-H, Fixed, 90% CI
2.3.1 Perforation
Adam 1997 0 42 1 18  46.6% 0.15[0.01, 2.08] — &
Dallal 2001 0 31 2 34 534% 0220002271 ————W—T—
Subtotal (90% Cl) 73 52 100.0%  0.19 [0.03, 1.15] ’
Total events 0 3

Heterogeneity: Chi? = 0.03, df = 1 (P = 0.86); I?= 0%
Test for overall effect: Z = 1.52 (P = 0.13)

2.3.2 Fistula

Adam 1997 0 42 1 18 384%  015[001,208) — W |
Dallal 2001 0o 3 3 34 616% 016[001,18 —— W ——
Subtotal (90% CI) 73 52 100.0%  0.15[0.02, 0.95] —l—
Total events 0 4

Heterogeneity: Chi2 = 0.00, df = 1 (P = 0.98); I2 = 0%
Test for overall effect: Z = 1.69 (P = 0.09)

2.3.3 Haemorrhage

Adam 1997 1 42 0 18 59.2%  1.33[0.09, 18.72] L

Dallal 2001 3 31 0 34 40.8%  7.66[0.66, 89.08] | L
Subtotal (90% CI) 73 52 100.0%  3.91[0.73, 20.80] “
Total events 4 0

Heterogeneity: Chi2 = 0.65, df = 1 (P = 0.42); 12 = 0%
Test for overall effect: Z = 1.34 (P = 0.18)

2.3.4 Sepsis

Adam 1997 2 42 0 18 421%  221[0.18,27.12] B E—
Dallal 2001 2 31 1 34 57.9%  2.19[0.31,15.77] —
Subtotal (90% CI) 73 52 100.0%  2.20 [0.46, 10.42] -l
Total events 4 1

Heterogeneity: Chi2 = 0.00, df = 1 (P = 1.00); 12 = 0%
Test for overall effect: Z = 0.83 (P = 0.40)

2.3.8 All adverse effects

Adam 1997 20 42 4 18  49.5% 2.140.99, 4.64] i

Dallal 2001 8 31 6 34 50.5% 1.46 [0.66, 3.22] -

Subtotal (90% CI) 73 52 100.0%  1.80[1.04,3.12] <

Total events 28 10

Heterogeneity: Chi? = 0.33, df =1 (P = 0.57); I?= 0%

Test for overall effect: Z = 1.75 (P = 0.08)
L 1 1 1
T T T 1
0.01 0.1 1 10 100

Favours SEMS Favours LASER

Figure 249: Overall survival days

SEMS laser Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Adam 1997 93.64 74.91 42 79.49 58.6 18 83.1% 14.15[-21.15, 49.45]
Dallal 2001 190.32 166.89 31 213.27 154.09 34 16.9% -22.95[-101.27, 55.37] ¢ "

Total (95% Cl) 73 52 100.0%  7.89 [-24.30, 40.07] ’
L 1

Heterogeneity: Chi? = 0.72, df = 1 (P = 0.40); > = 0% ! ! ! f

-100 -50 0 50
Test for overall effect: Z = 0.48 (P = 0.63) Favours laser Favours SEMS
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Figure 250: Procedure-related mortality
SEMS Laser Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Adam 1997 3 42 1 18  59.5% 1.29[0.14, 11.54]
Dallal 2001 3 31 1 34  40.5% 3.29[0.36, 30.00] — T
Total (95% Cl) 73 52 100.0%  2.10 [0.46, 9.57] -l
Total events 6 2

Heterogeneity: Chi2 = 0.35, df = 1 (P = 0.55); I2 = 0% !
Test for overall effect: Z=0.96 (P = 0.34)

0.01

H.17.3 Laser versus plastic tube

T T 1
0.1 1 10 100

Favours SEMS Favours Laser

Figure 251: Recurrent dysphagia
Laser Plastic tube Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alderson 1990 16 20 2 20 52.9% 8.00[2.11, 30.34] —
Carter 1992 1 20 4 20 471% 0.25[0.03, 2.05] — &
Total (95% Cl) 40 40 100.0% 1.56 [0.05, 46.42] ‘
Total events 17 6

Heterogeneity: Tau? = 5.20; Chi? = 7.45, df = 1 (P = 0.006); I> = 87%
Test for overall effect: Z = 0.26 (P = 0.80)

T T
0.01 0.1 1 10 100

Favours laser Favours plastic tube

Figure 252: Procedure-related morbidity
Laser Plastic tube Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.2.1 Perforation
Alderson 1990 3 20 1 20 66.7% 3.00 [0.34, 26.45] 74.7
Carter 1992 3 20 0 20 33.3% 7.00[0.38, 127.32] & >
Subtotal (95% CI) 40 40 100.0% 4.33[0.77, 24.27] “

Total events

6 1

Heterogeneity: Chi* = 0.21, df = 1 (P = 0.64); I> = 0%
Test for overall effect: Z=1.67 (P = 0.10)

3.2.2 Haemorrhage
Alderson 1990

Carter 1992
Subtotal (95% Cl)

Total events

1 20 0 20 100.0% 3.00[0.13, 69.52]
0 20 0 20 Not estimable

40 40 100.0%  3.00[0.13, 69.52]
1 0

Heterogeneity: Not applicable
Test for overall effect: Z=0.69 (P = 0.49)

3.2.3 Sepsis
Alderson 1990

Carter 1992
Subtotal (95% Cl)

Total events

0 20 20 Not estimable
1 20 4 20 100.0% 0.25[0.03, 2.05]

40 40 100.0% 0.25 [0.03, 2.05]
1 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.29 (P = 0.20)

e

T
0.01 0.1 1 10 100

Favours Laser Favours plastic tube
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Figure 253: Procedure-related mortality
Laser Plastic tube Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Alderson 1990 1 20 0 20 50.0% 3.00[0.13, 69.52] B

Carter 1992 1 20 0 20 50.0% 3.00[0.13, 69.52] i

Total (95% Cl) 40 40 100.0%  3.00 [0.33, 27.69] —t

Total events 2 0 . . . .
T T 1

Heterogeneity: Chiz = 0.00, df = 1 (P = 1.00); 12 = 0%
Test for overall effect: Z = 0.97 (P = 0.33)

0.01

T
0.1 1
Favours Laser

10
Favours Plastic tube

Risk Ratio

100

Figure 254: Dysphagia improvement
Laser plastic tube Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI
Alderson 1990 7 20 2 20 9.5%  3.50[0.83, 14.83]
Carter 1992 19 20 19 20 90.5% 1.00[0.87, 1.15]
Total (95% Cl) 40 40 100.0% 1.24[0.96, 1.60]
Total events 26 21

Heterogeneity: Chi? = 10.66, df = 1 (P = 0.001); I?=91%
Test for overall effect: Z=1.62 (P =0.11)

M-H, Fixed, 95% CI
I

-

T T T T
0.5 0.7 1 15 2

Favours Plastic tube Favours Laser

Figure 255: All procedure-related morbidity
Laser Plastic tube Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Alderson 1990 5 20 4 20 44.4% 1.25[0.39, 3.99]
Carter 1992 " 20 5 20 55.6% 2.20[0.93, 5.18]
Total (95% Cl) 40 40 100.0% 1.78 [0.90, 3.52]
Total events 16 9

Heterogeneity: Chiz = 0.59, df = 1 (P = 0.44); I2 = 0%

T T T
0.1 1

Test f Il effect: Z=1.65 (P =0.10 001 10 100
estfor overall effect: Z =165 (P = 0.10) Favours Laser Favours plastic tube
H.17.4 Laser versus laser plus brachytherapy
Figure 256: Recurrent dysphagia
Laser+brachy Laser Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Sander 1991 19 19 20 20 39.9% 1.00[0.91, 1.10]

Spencer 2002 7 1 10 11 356% 0.70 [0.43, 1.14] &

Tan 1998 3 12 8 14 24.5% 0.44[0.15, 1.29] =

Total (95% CI) 42 45 100.0% 0.72[0.31, 1.70] -2

Total events 29 38

Heterogeneity: Tau? = 0.48; Chi? = 20.05, df = 2 (P < 0.0001); I> = 90% f f f {
0.01 0.1 1 10 100

Test for overall effect: Z=0.75 (P = 0.45)
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Figure 257: Procedure-related morbidity

Laser Laser and Brachy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.2.1 Perforation
Sander 1991 1 20 0 19  49.5% 2.86[0.12, 66.11] |
Spencer 2002 0 11 0 11 Not estimable
Tan 1998 1 14 0 12 50.5% 2.60[0.12, 58.48] L]
Subtotal (95% CI) 45 42 1000%  2.72[0.30, 24.87] ——e—
Total events 2 0

Heterogeneity: Tau® = 0.00; Chi*=0.00, df =1 (P =0.97); I’ = 0%

Test for overall effect: Z=0.89 (P = 0.37)

4.2.2 Haemorrhage

Sander 1991 0 20 0
Spencer 2002 0 11 0
Tan 1998 1 14 0
Subtotal (95% CI) 45

Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.60 (P = 0.55)

4.2.3 Fistula

Ries 1989 3 20 2
Sander 1991 3 20 3
Spencer 2002 0 11 0
Tan 1998 0 14 0
Subtotal (95% Cl) 65

Total events 6 5

19
11

12 100.0%
42 100.0%

17  43.8%
19  56.2%
1
12
59 100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.07, df = 1 (P = 0.80); I?= 0%

Test for overall effect: Z = 0.14 (P = 0.89)

4.2.4 Sepsis

Spencer 2002 0 11 0
Tan 1998 0 14 0
Subtotal (95% CI) 25

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

4.2.6 Oesophagitis

Sander 1991 0 20 4
Spencer 2002 0 11 0
Tan 1998 1 14 0
Subtotal (95% CI) 45

Total events 1 4

1"

12
23

19 51.9%
1"

12 48.1%
42 100.0%

Heterogeneity: Tau? = 2.90; Chi? = 2.25, df = 1 (P = 0.13); I = 56%

Test for overall effect: Z = 0.44 (P = 0.66)

4.2.7 All adverse effects

Ries 1989 3 20 2
Sander 1991 4 20 7
Spencer 2002 0 11 3
Tan 1998 4 14 1
Subtotal (95% CI) 65

Total events 11 13

17  257%
19  44.6%
11 10.9%

12 18.9%
59 100.0%

Heterogeneity: Tau? = 0.30; Chi? = 4.15, df = 3 (P = 0.25); I = 28%

Test for overall effect: Z = 0.37 (P = 0.71)

Not estimable
Not estimable

2,60 [0.12, 58.48]
2.60 [0.12, 58.48]

1.27 [0.24, 6.76]
0.95[0.22, 4.14]
Not estimable

Not estimable
1.08 [0.36, 3.26]

Not estimable

Not estimable
Not estimable

-~

0.11[0.01, 1.84]

Not estimable
2.60[0.12, 58.48]
0.49 [0.02, 11.70]

1.27 [0.24, 6.76]
0.54 [0.19, 1.56]

0.14 [0.01, 2.48]
3.43 [0.44, 26.66]
0.83 [0.30, 2.26]

0.01

T
0.1
Favours Laser
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Test for overall effect: Z=0.32 (P = 0.75)

Favours Laser Favours PDT

Figure 260: Procedure-related morbidity
Laser PDT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.2.2 Perforation
Heier 1995 2 20 1 22 48.8% 2.20[0.22, 22.45] —
Lightdale 1995 8 118 1 118 51.2% 8.00 [1.02, 62.96] i
Subtotal (95% CI) 138 140 100.0%  5.17 [1.14, 23.36] ‘
Total events 10 2

Heterogeneity: Chi?=0.69, df =1 (P =0.41); P =0%
Test for overall effect: Z =2.14 (P = 0.03)

5.2.3 Photosensitivity

Heier 1995 0 20
Lightdale 1995 0 118
Subtotal (95% CI) 138
Total events 0

4 22 16.7%

21 118 83.3%
140 100.0%

25

Heterogeneity: Chi?=0.73, df =1 (P = 0.39); I’ = 0%
Test for overall effect: Z = 3.21 (P = 0.001)

5.2.4 All adverse effects

Heier 1995 10 20
Lightdale 1995 92 118
Subtotal (95% CI) 138
Total events 102

15 22 12.5%

100 118 87.5%
140 100.0%

115

Heterogeneity: Chiz = 0.74, df = 1 (P = 0.39); I = 0%
Test for overall effect: Z = 1.73 (P = 0.08)

——
0.12[0.01, 2.13]

0.02 [0.00, 0.38]
0.04 [0.01, 0.28]

0.73[0.43, 1.24]
0.92[0.81, 1.04]
0.90 [0.79, 1.01]

B
[

0.01

T T
0.1 1 10 100

Favours Laser Favours PDT
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Figure 258: Procedure-related mortality
Laser Laser + Brachy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ries 1989 0 20 0 17 Not estimable
Sander 1991 0 20 0 19 Not estimable
Spencer 2002 0 1 0 11 Not estimable
Tan 1998 2 14 0 12 100.0%  4.33[0.23, 82.31] .
Total (95% Cl) 65 59 100.0%  4.33[0.23,82.31] ’
Total events 2 0
L 1 1 1

Heterogeneity: Not applicable f T ’ !

. 9 v . ;‘)p _ _ 0.01 0.1 1 10 100
Test for overall effect: Z = 0.98 (P = 0.33) Favours Laser Favours Laser + Brac

H.17.5 Laser versus photodynamic therapy
Figure 259: Dysphagia improvement
PDT Laser Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Heier 1995 19 22 15 20 21.6% 1.15[0.85, 1.56]
Lightdale 1995 52 118 57 118 78.4% 0.91[0.69, 1.20]
Total (95% Cl) 140 138 100.0% 0.96 [0.77, 1.20]
Total events 71 72
Heterogeneity: Chi? = 1.48, df = 1 (P = 0.22); I2=32% f f i f 1
0.01 0.1 1 10 100
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H.17.6 Different types of SEMS

H.17.6.1

Covered Ultraflex versus covered Wallstent

Figure 261: Dysphagia improvement

Ultraflex Wallstent

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

Mean Difference

Mean Difference

IV, Fixed, 95% CI

Sabharwal 2003 1 04 31 0.9 0.5 22 525% 0.10[-0.15, 0.35]
Siersema 2001 0.7 05 34 0.5 0.6 33 47.5% 0.20[-0.06, 0.46]
Total (95% Cl) 65 55 100.0% 0.15[-0.04, 0.33]

Heterogeneity: Chi2 = 0.29, df =1 (P = 0.59); 12 = 0%
Test for overall effect: Z = 1.58 (P = 0.11)

Figure 262: Persistent or recurrent dysphagia

ultraflex stent Wallstent Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI

_.—
—

—al

T T
-0.5 -0.25

Favours ultraflex favours wallstent

Risk Ratio
M-H, Fixed, 95% CI

0

T
0.25

Sabharwal 2003 3 31 1 22 11.4% 2.13[0.24, 19.14]
Siersema 2001 10 34 9 33 886% 1.08 [0.50, 2.31]
Total (95% Cl) 65 55 100.0% 1.20 [0.58, 2.47]
Total events 13 10
! 1 1
Heterogeneity: Chi? = 0.34, df = 1 (P = 0.56); I> = 0% ! ! ! !
o B 0.01 0.1 1 10 100
Test for overall effect: Z = 048 (P = 0.62) Favours Ultraflex Favours Wallstent
Figure 263: Procedure-related mortality
Ultraflex stent Wallstent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sabharwal 2003 0 31 0 22 Not estimable
Siersema 2001 1 34 1 33 100.0%  0.97 [0.06, 14.88]
Total (95% CI) 65 55 100.0%  0.97 [0.06, 14.88]
Total events 1 1
L 1
Heterogeneity: Not applicable r T T T
T fg y|| ff I[-)Ioz—ooz P =0.98 001 01 k 10 100
est for overall effect: Z = 0.02 (P = 0.98) Favours Ultraflex Favours Wallstent
Figure 264: Procedure-related morbidity (unspecified)
ultraflex wallstent Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sabharwal 2003 7 31 5 22 18.1% 0.99[0.36, 2.73]
Siersema 2001 21 34 26 33 81.9% 0.78[0.57, 1.08]
Total (95% Cl) 65 55 100.0% 0.82[0.59, 1.14]
Total events 28 31

L 1 1 1
Heterogeneity: Chi? = 0.22, df = 1 (P = 0.64); > = 0% ! ! ! ! !

0.01 0.1 1 10 100

Test for overall effect: Z=1.18 (P = 0.24)
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Figure 265:

Study or Subgroup

Procedure-related morbidity

ultraflex

Events Total

wallstent
Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

6.6.1 Perforation
Sabharwal 2003

Siersema 2001
Subtotal (95% CI)

Total events

0 31
2 34

65
2

1 22
0 33
55

1

Heterogeneity: Chi? = 1.84, df =1 (P = 0.17); I? = 46%
Test for overall effect: Z=0.29 (P = 0.77)

6.6.2 Haemorrhage
Sabharwal 2003

Siersema 2001
Subtotal (95% Cl)

Total events

1 31
5 34

65
6

1 22
3 33

55
4

Heterogeneity: Chi? = 0.28, df = 1 (P = 0.59); 1> = 0%
Test for overall effect: Z=0.51 (P = 0.61)

6.6.5 Reflux

Sabharwal 2003
Siersema 2001
Subtotal (95% Cl)

Total events

2 31
1 34

65
3

1 22
3 33

55
4

Heterogeneity: Chiz=0.81, df =1 (P = 0.37); 2= 0%
Test for overall effect: Z = 0.61 (P = 0.54)

77.5% 0.24[0.01, 5.62]
225%  4.86[0.24,97.51]
100.0% 1.28 [0.24, 6.92]
27.8% 0.71[0.05, 10.75]
72.2% 1.62[0.42, 6.23]
100.0% 1.37 [0.41, 4.50]
27.8% 1.42[0.14, 14.70]
72.2% 0.32[0.04, 2.95]
100.0% 0.63 [0.14, 2.83]

|
—l—

r
0.01

T T 1
0.1 1 10 100
Favours ultraflex Favours wallstent

2 HA17.6.2 Irradiation stent versus covered stent
Figure 266: Dysphagia score
Irradiation SEMS Conventional SEMS Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Guo 2008 (1) 122 042 27 117 038 26 65.8% 0.05[-0.17,0.27]
Zhu 2014 151 1.05 73 1.25 0.78 75 34.2% 0.26[-0.04, 0.56]
Total (95% CI) 100 101 100.0% 0.12 [-0.05, 0.30]

Heterogeneity: Chiz = 1.25, df = 1 (P = 0.26); I? = 20%
Test for overall effect: Z=1.37 (P = 0.17)

Footnotes

(1) at one month

T T T T
-2 -1 0 1 2

Favours irradiation SEMS  Favours conventional SEMS

Figure 267: Fistula formation
Irradiation SEMS ~ Conventional SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Guo 2008 1 27 26 94%  2.89[0.12,67.96] ‘ "
Zhu 2014 6 73 75 90.6% 1.23[0.39, 3.86]
Total (95% CI) 100 101 100.0% 1.39 [0.48, 4.03]
Total events 7

Heterogeneity: Chiz = 0.25, df = 1 (P = 0.62); I = 0%
Test for overall effect: Z = 0.60 (P = 0.55)

I | | |
T T 1
0.01 10

T
0.1 1 100
Favours irradiation SEMS  Favours conventional SEMS
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Figure 268: Haemorrhage
Irradiation SEMS  Conventional SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Guo 2008 9 27 7 26 59.1% 1.24[0.54, 2.83]
Zhu 2014 5 73 5 75 40.9% 1.03[0.31, 3.40]
Total (95% CI) 100 101 100.0% 1.15[0.58, 2.29]
Total events 14 12
Heterogeneity: Chi? = 0.06, df = 1 (P = 0.80); I = 0% f f f f {
Test for overall effect: Z = 0.40 (P = 0.69) 001 (.)-1 - ! 1(.) 10
Favours irradiation SEMS  Favours conventional SEMS
Figure 269: Severe chest pain
Irradiation SEMS  Conventional SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Guo 2008 8 27 7 26 32.5% 1.10[0.47, 2.60]
Zhu 2014 17 73 15 75 67.5% 1.16 [0.63, 2.15]
Total (95% Cl) 100 101 100.0% 1.14[0.69, 1.89]
Total events 25 22
Heterogeneity: Chi? = 0.01, df =1 (P = 0.92); I?=0% f f T f {
Test for overall effect: Z = 0.53 (P = 0.60) 0ot (,)'1 - ! 19 10
Favours irradiation SEMS  Favours conventional SEMS
1 H.17.6.3 Polyflex versus Ultraflex
Figure 270: Major complications (</= 7 days)
Polyflex SEMS  Ultraflex SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Conio 2007 4 47 2 54 485%  2.30[0.44, 11.99] —T
Verschuur 2008 3 41 2 42 51.5% 1.54[0.27, 8.73] —i—
Total (95% CI) 88 96 100.0%  1.91[0.58, 6.27] ‘
Total events 7 4
Heterogeneity: Chiz = 0.11, df = 1 (P = 0.74); I = 0% f f f |
Test for overall effect: Z = 1.06 (P = 0.29) 001 041 ! 10 100
Favours polyflex Favours ultraflex
Figure 271: Major complications (> 7 days)
Polyflex SEMS  Ultraflex SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Conio 2007 20 47 17 54  69.6% 1.35[0.81, 2.26]
Verschuur 2008 5 41 7 42 30.4% 0.73[0.25, 2.12] — &
Total (95% Cl) 88 96 100.0%  1.16 [0.73, 1.85] &>
Total events 25 24
Heterogeneity: Chi? = 1.06, df = 1 (P = 0.30); I = 5% =0.01 02 ' 1=0 100‘

Test for overall effect: Z = 0.64 (P = 0.52)

Favours polyflex Favours ultraflex
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Figure 272: Gastro-oesophageal reflux

Polyflex SEMS  Ultraflex SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Conio 2007 (1) 0 47 2 54  70.2% 0.23[0.01, 4.66] .
Verschuur 2008 2 41 1 42 29.8% 2.05[0.19, 21.73] — &
Total (95% Cl) 88 96 100.0%  0.77[0.15, 3.92] ‘
Total events 2 3 | | | |
T 1

Heterogeneity: Chiz = 1.28, df = 1 (P = 0.26); I2 = 22% f

T
Test f Il effect: Z=0.31 (P =0.75 oot o 1 o .
est for overall effect: Z = 0.31 (P = 0.75) Favours polyflex Favours ultraflex

Footnotes

(1) within a week

Figure 273: Retrosternal pain

Polyflex SEMS  Ultraflex SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Conio 2007 (1) 4 12 8 10 81.5% 0.42[0.18, 0.98]
Verschuur 2008 1 41 2 42 18.5% 0.51[0.05, 5.43] "
Total (95% CI) 53 52 100.0%  0.43[0.19,1.00] s 2
Total events 5 10 | | | |
T 1

Heterogeneity: Chiz = 0.03, df = 1 (P = 0.87); 1= 0% f

T
0.01 0.1 1 10 100
Test for overall effect: Z=1.96 (P = 0.05) Favours polyflex Favours ultraflex

Footnotes

(1) denominator= number of patients with retrosternal pain before intervention

1 H.17.7 Anti-reflux stent versus open stent

Figure 274: Dysphagia score at one month

antireflux group standard open Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Wenger 2006 51 32 19 36 21 22 38.6% 0.55[-0.07, 1.18]
Wenger 2010 56 30 28 45 22 37 61.4% 0.42[-0.07, 0.92]
Total (95% Cl) 47 59 100.0% 0.47 [0.08, 0.86]

r T T
-100 -50 0 50
Favours [antireflux group] Favours [standard open]

Heterogeneity: Chi? = 0.10, df = 1 (P = 0.75); I?= 0%
Test for overall effect: Z = 2.38 (P = 0.02)

Figure 275: Overall survival days

anti-reflux stent open stent Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Homs 2004c 107 57.37 15 87 17.33 15  82.0% 20.00[-10.33, 50.33] __._
Wenger 2006 70.37 4213 19 167.06 148.05 22 18.0% -96.69[-161.39, -31.99] —

Heterogeneity: Chi2 = 10.24, df = 1 (P = 0.001); I = 90% ! ! !
-100 -50 50

Favours anti-reflux stent Favours open stent

Total (95% Cl) 34 37 100.0%  -1.02[-28.48, 26.44] ’
L 1 I 1
0

Test for overall effect: Z = 0.07 (P = 0.94)
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Figure 276: Reflux scores

antireflux group standard open Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wenger 2006 37 39 19 24 17 22 47.0% 13.00[-5.92, 31.92] T
Wenger 2010 41 42 28 30 27 37 53.0% 11.00[-6.82, 28.82] T
Total (95% Cl) 47 59 100.0% 11.94 [-1.03, 24.91] ‘
! 1 1

Heterogeneity: Tau? = 0.00; Chi? = 0.02, df = 1 (P = 0.88); I = 0% ' T T

Test f Il effect: Z = 1.80 (P = 0.07 100 %0 0 %
estfor overall effect: Z = 1.80 (P = 0.07) Favours [antireflux group] Favours [standard open]

Figure 277: Procedure-related morbidity

Favours [experimental] Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Homs 2004c 7 15 5 15 30.5% 1.40[0.57, 3.43] -t
Wenger 2006 3 19 8 22 201% 0.43[0.13, 1.41] - v
Wenger 2010 12 28 13 37 49.4% 1.22[0.66, 2.25]
Total (95% Cl) 62 74 100.0% 1.03 [0.58, 1.86]
Total events 22 26

! 1 1 ]
Heterogeneity: Tau? = 0.08; Chi? = 2.85, df = 2 (P = 0.24); I? = 30% ' T T !

T
0.01 0.1 1 10 100
Testfor overall effect: 2 =0.11 (P = 0.91) Favours antireflux Favours standard open

Figure 278: Pneumonia

With anti-reflux ~ Without anti-reflux Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Homs 2004c 0 15 1 15  37.5% 0.33[0.01, 7.58] L
Nunes 1999 0 1 2 11 62.5% 0.20[0.01, 3.74] .
Total (95% Cl) 26 26 100.0%  0.25[0.03, 2.09] ’»
Total events 0 3 . . . .
1

Heterogeneity: Chi2 = 0.05, df =1 (P = 0.81); I?=0% ! T T
0.01 0.1 1 10 100

Test for overall effect: Z = 1.28 (P = 0.20) Favours with anti-reflux Favours without

1 H.17.8 Brachytherapy versus brachytherapy plus radiotherapy
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Figure 279:

Study or Subgroup

Events Total

Procedure-related morbidity
BT+RT BT Risk Ratio
Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

9.1.1 Stricture
Rosenblatt 2010

Sur 2004
Subtotal (95% CI)

Total events

5 110 1 109 14.0% 4.9510.59, 41.72]
4 28 7 30 32.8% 0.61[0.20, 1.87]

138 139 46.7% 1.43[0.18, 11.34]
9 8

Heterogeneity: Tau? = 1.55; Chi? = 3.06, df = 1 (P = 0.08); I> = 67%
Test for overall effect: Z = 0.34 (P = 0.73)

9.1.2 Fistula

Rosenblatt 2010
Sur 2004
Subtotal (95% CI)

Total events

12 110 7 109 40.0% 1.70 [0.69, 4.15]
1 28 3 30 13.2% 0.36 [0.04, 3.24]
138 139  53.3% 1.09 [0.27, 4.35]

13 10

Heterogeneity: Tau? = 0.49; Chi? = 1.66, df = 1 (P = 0.20); I = 40%

Test for overall effect: Z=0.12 (P = 0.90)

Total (95% Cl) 276

Total events 22 18

278 100.0%

1.15[0.47, 2.81]

—

’»

P

Heterogeneity: Tau® = 0.31; Chi*? = 4.87, df = 3 (P = 0.18); I> = 38% !

Test for overall effect: Z = 0.30 (P = 0.76)

0.01

Test for subaroup differences: Chi? = 0.05, df = 1 (P = 0.83), I?=0%

T T 1
0.1 1 10 100

Favours brachytherapy+rt Favours brachytherapy

H.17.9 Covered stent versus uncovered stent for gastric outlet obstruction

Figure 280: Clinical success

Covered stent  Uncovered stent Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
21.1.1 GOO-tailored stent vs Standard uncovered stent
Shi 2014 (1) 31 33 30 32 31.9% 1.00[0.88, 1.13] —
Subtotal (95% Cl) 33 32 31.9%  1.00[0.88,1.13] ‘
Total events 31 30
Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)
21.1.2 Covered pyloric stent vs uncovered pyloric stent
Kim 2010 38 40 36 40 37.7%  1.06[0.93,1.20] T
Maetani 2014 27 31 29 31 30.4% 0.93[0.79, 1.10] — &1
Subtotal (95% CI) 71 71 68.1%  1.00[0.90, 1.11] ‘
Total events 65 65
Heterogeneity: Chi? = 1.44, df =1 (P =0.23); ?=31%
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% Cl) 104 103 100.0% 1.00 [0.92, 1.08]

Total events 96 95
Heterogeneity: Chi? = 1.44, df =2 (P = 0.49); I? = 0%
Test for overall effect: Z = 0.02 (P = 0.99)

Test for subgroup differences: Chi? = 0.00, df = 1 (P = 0.98), I> = 0%

Footnotes

(1) resolution of dysphagia and the ability to restart a low residue diet after stent placement

T T T T T
0.7 1.2 1.5

0.85 1
Favours covered stent Favours uncovered stent
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Figure 281: Major complications

Covered stent  Uncovered stent

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% ClI

Risk Ratio
M-H, Fixed, 95% CI

21.3.1 GOO-tailored covered stent vs Standard uncovered stent

Shi 2014 (1) 1 33 2 32 57.5%
Subtotal (95% CI) 33 32 57.5%
Total events 1 2

Heterogeneity: Not applicable
Test for overall effect: Z =2.30 (P = 0.02)

21.3.2 Covered pyloric stent vs Uncovered pyloric stent

Kim 2010 (2) 2 40 0 40 14.2%
Maetani 2014 (3) 1 31 1 31 28.3%
Subtotal (95% CI) 71 71 425%
Total events 3 1

Heterogeneity: Chiz = 0.62, df =1 (P = 0.43); 2= 0%
Test for overall effect: Z = 0.88 (P = 0.38)

5.33 [1.28, 22.20]
5.33 [1.28, 22.20]

5.00[0.25, 100.97]

1.00 [0.07, 15.28]
2.33[0.35, 15.42]

S E—
—l—

-

-

Total (95% CI) 104 103 100.0%  4.06 [1.32, 12.44]
Total events 14 3
Heterogeneity: Chi? = 1.17, df = 2 (P = 0.56); I> = 0% f f f
0.01 0.1 1 10
Test for overall effect: 2 = 2.45 (P = 0.01) Favours covered stent  Favours uncovered stent
Test for subgroup differences: Chi? = 0.47, df = 1 (P = 0.49), I> = 0%
Footnotes
(1) bleeding
(2) necessitating surgical interventions
(3) 1 case of perforation in covered stent and 1 case of bleeding in uncovered stent1
Figure 282: Re-intervention rate
Covered stent  Uncovered stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
21.4.1 WAVE-covered SEMS vs Uncovered SEMS
Lee 2015 (1) 6 42 14 37 67.7% 0.38 [0.16, 0.88] _._
Subtotal (95% CI) 42 37 67.7%  0.38[0.16, 0.88] ’
Total events 6 14
Heterogeneity: Not applicable
Test for overall effect: Z = 2.25 (P = 0.02)
21.4.2 GOO-tailored stent vs uncovered stent
Shi 2014 3 33 7 32 32.3% 0.42 [0.12, 1.47] — &
Subtotal (95% CI) 33 32 323%  0.42[0.12,1.47] ‘>
Total events 3 7
Heterogeneity: Not applicable
Test for overall effect: Z = 1.36 (P = 0.17)
Total (95% Cl) 75 69 100.0%  0.39[0.19, 0.79] <o
Total events 9 21
Heterogeneity: Chi? = 0.02, df = 1 (P = 0.90); I> = 0% f f f {
0.01 0.1 1 10 100

Test for overall effect: Z = 2.62 (P = 0.009)
Test for subgroup differences: Chi? = 0.02, df = 1 (P = 0.90), I> = 0%
Footnotes

(1) at 16week follow-up

Favours uncovered Favours covered
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1 H.17.10 Stent versus bypass surgery for obstructive gastric cancer

Figure 283: Minor complications

Stent Surgical bypass Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fiori2004 (1) 1 9 1 9 157% 1.00[0.07, 13.64]
Jeurnink 2010 (2) 4 21 5 18 84.3% 0.69[0.22, 2.17]
Total (95% Cl) 30 27 100.0% 0.73 [0.26, 2.11]
Total events 5 6

Heterogeneity: Chi? = 0.07, df = 1 (P = 0.80); I = 0% J U

T T
0.01 0.1 1 10 100
Test for overall effect: Z = 0.57 (P = 0.57) Favours stent  Favours bypass

Footnotes
(1) one case of pain in stent and one case of wound infection in bypass

(2) moderately severe complications not requiring hospital admission

Figure 284: Major complications

Stent Surgical bypass Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fiori2004 (1) 1 9 1 9 651% 1.00 [0.07, 13.64]
Jeurnink 2010 (2) 4 21 0 18 34.9% 7.77[0.45,135.25] B B
Total (95% Cl) 30 27 100.0%  3.37 [0.57, 19.90] <‘
Total events 5 1 . . . .
T 1

Heterogeneity: Chi? = 1.16, df = 1 (P = 0.28); I? = 14% ! !
0.01 0.1 1 10 100
Test for overall effect: Z = 1.34 (P = 0.18)
Favours stent Favours bypass
Footnotes
(1) one case of dislocation in stent and one case of haemorrhage in bypass surgery

(2) severe complictions requiring treatment and/or hospiatlisation
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Curative treatment

What is the effectiveness of nutritional support interventions for adults undergoing
curative treatment for oesophago-gastric cancer?

Enteral nutrition versus parenteral nutrition or IV support after surgery

Figure 285: Pneumonia: enteral nutrition versus parenteral nutrition or IV support in
people with oesophago-gastric cancer after surgery

Enteral nutrition Parenteral nutrition / IV Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI|
1.2.1 EN versus PN
Rajabi 2015 1 20 1 20 4,4% 1.00 [0.07, 14.80]
Sand 1887 2 13 2 16 9. 7% 1,23 [0.20, 7.58] e
Takesue 2015 3 24 7 23 21.3% 0.41 [0.12, 1.40] —_—
Subtotal (95% CI) 57 59 35.3% 0.62 [0.24, 1.60] i
Total events & 10

Heterogeneity: Tau? = 0,00; Chiz = 1,10, df = 2 (P = 0.58) P = 0%
Test for overall effect: Z = 0.99 (P = 0.32)

1.2.2 EN versus IV

Barlow 2011 E] 64 12 57 33.2% 0,37 [0.14, 0.99] ——
Fujita 2012 4 76 10 a8 25.5% 0,48 [0.15, 1.42] — &
Page 2002 2 20 1 20 5.9% 2,00 [0.20, 20,33] —
Subtotal (95% CI) 160 165 64.7% 0.47 [0.23, 0.95] il
Total events 11 23

Heterogeneity: Tau? = 0,00: Chi? = 1,72, df = 2 (P = 0,42k I* = 0%

Test for overall effect: Z = 2,09 (P = 0,04}

Total (95% CI) 217 224 100.0% 0.52 [0.30, 0.91] -
Total events 17 33

Heterogeneity: Tau® = 0.00; Chi? = 3.02, dff =5 (P = 0.70); I’ = 0% t t + |
0.01 a.1 1 10 100

Test for overall effect: Z = 2.27 (P = 0.02) Favours EN  Favours PN or v

Test for subgroup differences: Chi* = 0.20, df = 1 (P = 0.65), I’ = 0%

Figure 286: Surgical site infection: enteral nutrition versus parenteral nutrition or IV
support in people with oesophago-gastric cancer after surgery

Enteral nutrition Parenteral nutrition / IV Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
1.3.1 EN versus PN
Rajabi 2015 o] 20 o] 20 Mot estimable
Sand 1987 1 13 1 18 4.3% 1.23[0.08, 17.83]
Takesue 2015 5 24 4 23 19.0% 1.20 [0.37, 3.81] I
Subtotal (95% CI) 57 59 23.4% 1.20[0.41, 3.55]1 —l
Total events 5 5

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df =1 (P = 0.98); 17 = 0%
Test for overall effect: Z =033 (P =0.74)

1.3.2EN versus IV

Earlow 2011 7 64 18 57 33.8% 0.39 [0.17, 0.88] ——
Fuijita 2012 12 76 13 88 35.6% 1.07 [0.52, 2.20] —r—
Fage 2002 1 20 o} 20 3.2% 3,00 [0.13, 69.52]
Subtotal (95% CI) 160 165 76.6% 0.74[0.30, 1.81]1 ‘
Total events 20 24
Heterogeneity: Tau? = 0.30; Chi? =413, df =2 (P =0.13% 12 = 52%
Test for overall effect: Z = 0.67 (P = 0.50)
Total (95% ClI) 217 224 100.0% 0.81 [0.46, 1.42]
Total events 26 34
- : | , . )
Heterogeneity: Tau? = 0.08; Chi? =485 df =4 (P =0.30}; 12 = 18% ot o 1 0 100

Test for overall effect: Z = 0.74 (P = 0.48)
Test for subgroup differences: Chi = 0,47, df =1 (P = 0.48), I = 0%

Favours EN Favours PN or IV
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Figure 287:

Anastamotic leaks: enteral nutrition versus parenteral nutrition or IV

support in people with oesophago-gastric cancer after surgery

Enteral nutrition Parenteral nutrition / IV

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.4.1 EN versus PN

Rajabi 2015 o] 20 0 20 Mot estimable

Subtotal {95% CI) 20 20 Not estimable

Total events o} 0

Heterogeneity: Not applicable

Test for overall effect: Mot applicable

1.4.2 EN versus IV

Barlow 2011 2 G4 7 a7 19.6% 0,25 [0.06, 1.18] e —

Fujita 2012 8 76 17 B8 74.9% 0.54 [0.25, 1.19] ——+

Page 2002 o] 20 0 20 Mot estimable

Swails 1895 o] 13 3 12 5.6% 0,13 [0.01, 2.33] +

Subtotal (95% CI 173 177 100.0% 0.43[0.22, 0.85] -

Total events 10 27

Heterogeneity: Tau? = 0.00; Chi? = 1,48, df = 2 (P = 0.48); I = 0%

Test for overall effect: Z =242 (P =0.02)

Total (95% CI) 193 197 100.0% 0.43 [0.22, 0.85] e

Total events 10 27

Heterogeneity: Tau? = 0.00; Chi? = 1,48, df = 2 (P = 0.48); I = 0% bor t 1 10 To0

Test for overall effect: Z =242 (P =0.02)
Test for subgroup differences: Mot applicable

Figure 288:

F:avours EM Favours PN or IV

support in people with oesophago-gastric cancer after surgery

Enteral nutrition Parenteral nutrition / IV

Risk Ratio

Risk Ratio

Short term mortality: enteral nutrition versus parenteral nutrition or IV

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.6.1 EN versus PN

Rajabi 2015 o] 20 1 20 17.3% 0,33 [0.01, 7.72]

Sand 1887 o 13 1 16 17.5% 0,40 [0.02, 8.18]

Subtotal (95% CI) 33 36 34.8% 0.37 [0.04, 3.37] e —

Total events o] 2

Heterogeneity: Tau? = 0.00; Chi? = 0.01, df =1 (P = 0.93) I = 0%

Test for overall effect: Z = 0.89 (P = 0.38)

1.6.2ENvs IV

Barlow 2011 a &4 o] 37 18.7% 6,25 [0.33, 118.38] +
Fujita 2012 2 76 2 aa 45, 5% 1.16 [0.17, 8.02]

Page 2002 o] 20 0 20 Mot estimable

Swails 1695 o] 13 0 12 Mot estimable

Subtotal (95% CI) 173 177 65.2% 1.93[0.38, 9.71]

Total events 5 2

Heterogeneity: Tau? = 0.00; Chi? = 0.92, df =1 (P =0.34% 12 = 0%

Test for overall effect: Z = 0.79 (P = 0.43)

Total (95% CI) 206 213 100.0% 1.08 [0.29, 4.00]

Total events 5 4
Heterogeneity: Tau? = 0,00; Chi? = 2,33, df = 3 (P = 0.51% 12 = 0%

Test for overall effect: Z = 0.12 (P = 0.80)

Test for subgroup differences: Chi? = 1.40, df =1 (F = 0.24), I? = 28.7%

Figure 289:

?

0.01

\ \
0.1 1 10
Favours EM Favours PN or [V

support in people with oesophago-gastric cancer after surgery

Enteral nutrition

Parenteral nutrition / IV

Mean Difference

Mean Difference

100

Length of hospital stay: enteral nutrition versus parenteral nutrition or IV

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.8.1 EN versus PN

Aiko 2003 34 4 13 40 2] 11 7.5% 5,00 [-11.75, -0.25)

Takesue 2015 28.3 g.4 24 27.1 14.7 23 3.2% 1.20 [-5.68, 8.08] —

¥iao-Bo 2014 1g 5 64 17 5] 143 52,5% -1.00 [-2.88, 0.88] —ir
Subtotal (95% CI) 101 90 75.2% -1.35[-3.16, 0.47] -
Heterogeneity: Chi? = 3,16, df = 2 (P = 0.21); I? = 37%

Test for overall effect: Z = 1,45 (P = 0.15)

1.8.2 EN versus IV

Page 2002 136 5.2 20 13.4 ] 20 24, 8% 0,20 [-2.96, 3.36] ——
Subtotal (95% CI) 20 20 24.8% 0.20[-2.96, 3.36] -
Heterogeneity: Not applicable

Test for overall effect: 2 = 0,12 (P = 0.90}

Total {95% CI) 121 110 100.0% -0.96 [-2.54, 0.61] q
Heterogeneity: Chi? = 3.85, df = 3 (F = 0.28); I’ = 22% e 1o 3 15 =

Test for overall effect: Z = 1.20 (P = 0.23)
Test for subgroup differences: Chiz = 0.698, df = 1 (P = 0,41}, I2 = 0%
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Immunonutrition in the perioperative period

Figure 290:

Pneumonia: immunonutrition versus standard nutrition in people with
oesophago-gastric cancer in the perioperative period

Immunenutrition  Standard nutrition Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Farreras 2005 Q a0 2 a0 0.9% 0,20 [0.01, 4,00]
Fujitani 2012 5 120 0 111 1.0% 10,18 [0.57, 162.04] +
Liu 2012 5 28 & 24 7. 3% 0.71 [0.25, 2.03] —
Lobe 2008 21 54 16 54 28.8% 1.31 [0.77, 2.23] T
Marano 20132 2 54 3 55 2.2% 0,41 [0.08, 2.01] e p—
Okamoto 2008 1 30 2 30 1.5% 0.50 [0.05, 5.22]
Ryan 2009 7 28 5 25 7.9% 1.25[0.45, 3.44] e e
Sakurai 2007 2 16 3 14 2.0% 0,58 [0.11, 3.00] —
Senkal 1995 9 77 ] 77 10,0% 1.13 [0.48, 2.78] e
Sultan 2012 20 65 23 53 33.7% 0.83[0.51, 1.35] —
Wei 2014 1 26 1 20 1.1% 0.77 [0.05, 11.56]
Yildiz 2018 1 21 4 20 1.8% 0,24 [0.03, 1.93]
Total (95% C) 550 523 100.0% 0.95[0.71, 1.261 <
Total events 74 75
Heterogeneity: Tau? = 0.00; Chi? = 8,45, df = 11 (P = 0.58); P = 0% IO oL 0=1 l=0 100

Test for overall effect: Z = 0.38 (F = 0.70)

Figure 291:

Surgical site infection:

immunonutrition versus standard nutrition in

Favours immunonutrition Favours standard

people with oesophago-gastric cancer in the perioperative period

Immunonutrition  Standard nutrition Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 Gastric cancer
Farreras 2005 1 a0 4 a0 2.5% 0,25 [0.03, 2.11]
Fujitani 2012 13 120 =] 111 22.4% 1.50 [0.65 3.49] —r
Liu 2012 3 28 2 24 5.5% 1.29[0.23, 7.07]
Marano 2013 2 54 3 55 5. 2% 0,68 [0.12, 3.90] —
Okarmoto 2009 1 a0 2 jelo] 2.9% 0,50 [0,05 5.22]
Wei 2014 1 26 3 20 3.3% 0.26 [0.03, 2.28]
Subtotal (95% CI) 288 270 42.7% 0.94 [0.51, 1.72] .
Total events 21 22
Heterogeneity: Tau? = 0.00; Chi* = 4.61, df = 5 (P = 0.47% I? = 0%
Test for overall effect: Z = 0.22 {P = 0.83)
2.3.2 Oesophageal cancer
Ryan 2009 a 28 2 25 1.8% 0.1% [0.01, 3.57] +
Sakurai 2007 1 156 2 14 24% 0,29 [0.03, 2.50]
Senkal 1995 1 77 2 77 2.8% 0,50 [0,05, 5.40]
Subtotal (95% CI) 121 116  8.0% 0.32 [0.08, 1.29] e ——
Total events 2 7
Heterogeneity: Tau? = 0.00: Chi? = 0,29, df = 2 (P = 0.67) 17 = 0%
Test for overall effect: 2 = 1.60 (P = 0.11})
2.3.3 0G cancer
Lobo 2006 a 54 8 54 20.8% 1.13[0.47, 2.70] —
Sultan 2012 ] 1] 2 53 21.6% 0,95 [0.41, 2.25] s —
Yildiz 2018 2 21 3 20 5,9% 0,38 [0.08, 1.74] e
Subtotal (95% CI) 141 137  49.2% 0.90 [0.51, 1.59] -l
Total events 20 22
Heterogeneity: Tau? = 0.00; Chiz = 1,50, df = 2 (P = 0,47} 17 = 0%
Test for overall effect: 2 = 0,36 (P = 0.72)
Total (95% CI) 550 523 100.0% 0.84 [0.56, 1.25]
Total events 43 51

Heterogeneity: Tau? = 0.00; Chi® = 8.45, df = 11 (P = 0.67) I* = 0%
Test for overall effect: Z = 0.85 (P = 0.40)
Test for subgroup differences: Chiz = 2,03, df = 2 (P = 0.36), I = 1.5%
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Figure 292: Anastamotic leaks: immunonutrition versus standard nutrition in people
with oesophago-gastric cancer in the perioperative period

Immunonutrition  Standard nutrition Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.1.1 Gastric cancer
Fujitani 2012 3 120 3 111 11.9% 0.93 [0.19, 4.49]
Ida 2017 0 63 1 61 2.9% 0,32 [0.01, 7.78]
Lobe 2006 7 54 a 54 33.4% 0,88 [0.34, 2.24] —
Marano 2013 2 54 4 55 10.8% Q.51 [0.10, 2.67] e e E—
Subtotal (95% CI) 291 281 58.9% 0.76 [0.38, 1.551 e
Total events 1z 15

Heterogeneity: Tau? = 0.00; Chi? = 0,65, df = 3{P = 0.88% I = 0%
Test for overall effect: Z = 0,75 (P = 0.45)

2.1.2 Oesophageal cancer

Ryan 2008 1 28 1 25 4.0% 0.89 [0.06, 13.54]

Sakurai 2007 2 15 3 14 11.0% 0,58 [2.11, 3.00] . E—
Subtotal (95% CI) a4 39 15.0% 0.65 [0.16, 2.66] e i——
Total events 3 4

Heterogeneity: Tau? = 0,00; Chi* = 0.07, df =1 (P = 0.79} I? = 0%
Test for overall effect: Z = 0.59 (P = 0.55)

2.1.3 0G cancer

Sultan 2012 4 56 5 76 19.8% 0.77 [0.23, 2.60] _—
vildiz 2016 1 21 3 20 6.2% 0.32 [0.04, 2.80]

subtotal (95% CI) 87 96  26.1% 0.62 [0.21, 1.80] e ——
Total events 5 9

Heterogeneity: Tau? = 0.00: Chi? = 0,48, df = 1 (P = 0,48} I = 0%
Test for overall effect: Z = 0.687 (P = 0.38)

Total (95% CI) 422 416 100.0% 0.71 [0.41, 1.22]1 -
Total events 20 29
Heterogeneity: Tau? = 0.00: Chi? = 1,31, df = 7 {P = 0,99} I = 0%
Test for overall effect: Z = 1.25 (P = 0.21}

Test for subgroup differences: Chiz = 0,11, df = 2 (P = 0.95), I* = 0%

0.01 01 10 100
Favours immunonutrition Favours standard

Figure 293: Short term mortality: immunonutrition versus standard nutrition in
people with oesophago-gastric cancer in the perioperative period

Immunenutrition  Standard nutrition Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Farreras 2005 1 a0 2 a0 9.2% 0,50 [0.05, 5.22]
Fujitani 2012 0 120 0 111 Mot estimable
Marano 2013 1 54 1 55 5, 7% 1.02 [0.07, 15.87]
Okarmoto 2009 [+ 54 5] 54 44,6% 1.00[0.24, 2.91] ——
Ryan 2009 0 28 0 25 Mot estimable
Senkal 1895 3 77 2 77 16, 4% 1.50[0.28, 8.73] e s a——
Sultan 2012 2 (5141 2 53 13.6% 0,95 [0.14, 8.57] —_—
Wei 2014 0 26 0 20 Mot estimable
Yildiz 2016 1 21 2 20 9, 4% 0,48 [0.05, 4.85]
Total (95% CI) 476 455 100.0% 0.93 [0.46, 1.901
Total events 14 15

Heterogeneity: Tau? = 0.00: Chi? = 0,89, df = 5 (P = 0.87) 17 = 0%

Test for overall effect: Z = 0.20 {P = 0.84) 0.01 01 1 10 100

Fawvours immunonutrition Favours standard

Figure 294: Overall survival: immunonutrition versus standard nutrition in people
with oesophago-gastric cancer — 5 years follow up

Immunonutrition  Standard nutrition Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Expl(0-E) / V], Fixed, 95% CI Expl(0-E) / V], Fixed, 95% CI
Klek 2017 o] 45 o] 54 -1.69 17.80 100.0% 0.91 [0.57, 1.45]
Total (95% CI) a5 54 100.0% 0.91 [0.57, 1.45]
Total events a a

0.01 0.1 1 10 100
Favours immunonutrition Favours standard

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.40 [P = 0.69)
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1 Figure 295: Length of hospital stay: immunonutrition versus standard nutrition in
2 people with oesophago-gastric cancer in the perioperative period
Immunonutrition Standard nutrition Mean Difference Mean Difference

Study or Subgroup  Mean 5D Total Mean SD  Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

2.8.1 Gastric cancer

Farreras 2005 13 2748 30 14 3 30 161%  -2.00 346, -0.54] —_

Fujitani 2012 18 1267 120 17 13 111 7.6% 1.00[2.31,4.31] I —

Liu 2012 13.2 27 28 128 31 24 15.3% 0.40[1.19,1.99] -

Marano 2013 127 2.3 54 1548 34 55 18.3% -3.20[-4.29,-2.11] -

Okamaoto 2009 238 1686 30 28 106 30 2.3% -1.20 [-8.25, 5.85] —

Subtotal (95% CI) 262 250 59.5%  -1.24[-3.03,0.56] e

Heterogeneity: Tau®= 2.67; Chi*=16.48, df= 4 (P=0.002);, F= 76%

Testfor overall effect: £=1.35(P=0.18)

2.8.2 Oesophageal cancer

Sakurai 2007 266 14 16 313 16 14 1.0% -470[15.53 6.13]

Senkal 1985 27 23 7Y 308 a1 7V O195%  -3.60[4.46 -274] -

Subtotal (95% CI) 93 91 20.6% -3.61[4.47,-2.75] <

Heterogeneity: Tau?= 0.00; Chi*=0.04, df=1 (P=0.84), F=0%

Testfor overall effect: 2= 8.23 {F = 0.00001)

2.8.3 OG cancer

Lobo 2006 1445 275 a4 175 245 54 18.8% -3.00[3.599 -2.01] -

Sultan 2012 18 34.25 66 16 26.25 63 11% 2008450, 12.450]

Subtotal (95% CI) 120 117 19.9%  -2.96 [-3.94, -1.97] L 2

Heterogeneity: Tau®=0.00; Chi*=0.86, df=1{F=038); F= 0%

Testfor overall effect: 2= 587 (P = 0.00001)

Total (95% CI) 475 458 100.0% -2.09 [-3.22, -0.97] L

Heterogeneity: Tau?= 1.48; Chi® = 26.64, df= 8 (P = 0.0008); F= 70% F } f

Testfar overall effect 2 = 3.65 (P = 0.0003) -20 o 0 0 20

A ) Favours immunonutrition  Favours standard

3 Testfor subgroup differences; Chi*= 5,56, df= 2 (P = 0.08), 7= 64.0%
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Additional nutritional support to mitigate toxicity during chemotherapy or
chemoradiotherapy

Figure 296: Treatment toxicities: additional nutritional support versus standard

nutritional support during chemotherapy or chemoradiotherapy

Extra nutritional support Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
3.1.1 Oral mucositis (grade 3 or more)
Miyata 2012 7 a7 [ 44 43.4% 1.08 [0.40, 3.00]
Miyata 2017 o 31 5 30 143% 0.0% [0.01, 1.53]
Okada 2017 1 10 4 9 23.4% 0,23 [0.03, 1.86] —_— 1
Sunpaweravong 2014 2 35 1 36 18.9% 2,06 [0.20, 21.68]
Subtotal (95% CI) 123 119 100.0% 0.59 [0.17, 2.03] —ea——
Total events 10 16

Heterogeneity: Tau? = 0.64; Chi? = 5.06, df = 3 (P = 0,17} P = 41%
Test for overall effect: Z = 0.83 (P = 0.41)

3.1.2 Oesophagitis (grade 3 or more)
Sunpaweravong 2014 1 35 1 38 100.0% 1,03 [0,07, 15.81]
Subtotal (95% CI) 35 36 100.0% 1.03[0.07, 15.811
Total events 1 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.88}

3.1.3 Diarrhea (grade 3 or more)

Miyata 2012 3 a7 5 44 28.5% 0.58 [0.14, 2.21] —_—
Miyata 2017 3 31 11 30 81.8% 0.44 (0,17, 1.12] ——
Sunpaweravong 2014 2 35 1 36 9.7% 2,06 [0,20, 21.68]

Subtotal (95% CI) 113 110 100.0% 0.55 [0.26, 1.14] s
Total events 10 17

Heterogeneity: Tau? = 0.00; Chi? = 1,44, df = 2 (P = 0,48} P = 0%
Test for overall effect: 2 = 1,61 (P = 0,11}

3.1.4 Nausea (grade 3 or more)

Miyata 2012 17 47 21 44 40,9% 0.76 [0.46, 1.24] —
Miyata 2017 16 31 21 30 9V.3% 0.74 [0.49,1.12] —
Sunpaweravong 2014 2 35 1 28 1.8% 2,06 [0.20, 21.68]

Subtotal (95% CI) 113 110 100.0% 0.76 [0.56, 1.04] o

Total events 35
Heterogeneity: Tau? = 0.00; Chi* = 0.73, df = 2 (P = 0.6%); P = 0%
Test for overall effect: 2 = 1.72 (P = 0.08)

3.1.5 Vomiting {grade 3 or more}

Miyata 2012 1 47 2 44 49.8% 0,47 [0.04, 4.88] B

Miyata 2017 o 31 1] 30 Mot estimable

Sunpaweravong 2014 2 35 1 38 50.2% 2,06 [0.20, 21.68] i
Subtotal (95% CI) 113 110 100.0% 0.98 [0.19, 5.22] e AR R ——
Total events 3 3

Heterogeneity: Tau? = 0.00; Chi* = 0.76, df = 1 (P = 0.38); P = 0%
Test for overall effect: Z = 0.02 (P = 0.89)

3.1.6 complication related infection

Cong 2015 3 25 11 25 100.0% 0.27 [0.09, 0.86]
Subtotal (95% CI) 25 25 100.0% 0.27 [0.09, 0.86]
Total events 3 11

Heterogeneity: Not applicable
Test for overall effect: 2 = 2.21 (P = 0.03)

, ,
0,01 ol 10

Test for subgroup differences: Chiz = 3,56, df = 2 (F = 0.61), P = 0%

Favours extra nutri, sup. Favours standard care

100

Figure 297: Completion of planned treatment: additional nutritional support versus

standard nutritional support during chemotherapy or chemoradiotherapy

Extra nutritional support Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cong 2015 24 25 19 25 11.4% 1.26 [1.00, 1.60]
Miyata 2012 42 a7 39 44 25.0% 1.01 [0.87, 1.17] —_—
Miyata 2017 30 31 28 30 34.1% 1.04 [0.92, 1.16] e
Sunpaweravong 2014 3z 35 34 a8 29.5% 0.97 [0.85, 1.10] —
Total (95% CI) 138 135 100.0% 1.03[0.95, 1.121
Total events 128 120

Heterogeneity: Tau? = 0.00; Chi? = 4,09, df = 3{P = 0.25) I' = 27% 535 o 1 1’5
Test for overall effect; Z = 0.73 (P = 0.47) ' ; :
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Figure 298:

Weight change: additional nutritional support versus standard

nutritional support during chemotherapy or chemoradiotherapy

Extra nutritional support

Standard care

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Cong 2015 0.6 373 25 -4.34 46 25 252% 4.94 (262, 7.26) e —
Miyata 2012 -0.6 3 47 -04 32 47 281%  -0.50[1.75,0.75] —

Miyata 2017 -1.5 38 31 -04 25 30 278%  -1.40[3.04,024] — =

Sunpaweravong 2014 -1 87333 35 2 88665 36 17.9% 1.00 [-3.08, 5.09] —

Total (95% CI) 138 138 100.0% 0.89 [1.77, 3.55]

Heterogeneity: Tau®= 5.93; Chi*= 20,98, df= 3 (P = 0.0001}); F= 86%
Testfor overall effect: Z= 0.65 (P = 0.51)

H.18.4 Oral nutrition supplements

Figure 299:

-10

care, before or after curative treatment

Oral supplement Standard diet

Mean Difference

5 10

-5 0
Favours standard care  Favours exira nutri, sup

Weight change from baseline: oral nutritional support versus standard

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI|

Faber 2015 1.28 1.8087 24 0,39 1.8727 23 54.2% 0,90 [-0.18, 1.98] -——

Imamura 2016 -2.68 2.47 53 -4.06 3.36 45 45.8% 1.18 [0.00, 2.38] -

Total (95% CI) 77 69 100.0% 1.03[0.23, 1.82] —ali—
Heterogeneity: Chi* =012, df =1 (P =0.73) I’ = 0% 54 E ) ‘é 2'1

Test for overall effect: 2 = 2,53 (F = 0,01}

Figure 300:
versus standard care

Nutritional support  Standard care

Study or Subgroup Events Total Events

Risk Ratio

Total Weight M-H, Random, 95% CI

Favours standard Favours oral supplement

H.18.5 Continued nutrition support after discharge from hospital

Risk Ratio
M-H, Random, 95% CI

Complications: continued nutrition support after discharge from hospital

5.1.1 In hospital complications

Eowrey 2015 11 22 7 23
Subtotal {95% CI) 22 23
Total events 11 7

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.30 (P = 0.19)

5.1.2 Post discharge (out of hospital) complications

EBowrey 2015 11 20 14 21
Froghi 2016 1 23 1 21
Subtotal (95% CI) 43 42
Total events 12 15

Heterogeneity: Tau? = 0.00; Chi? =0.01, df =1 (F = 0.84} I = 0%
Test for overall effect: Z = 0.76 (P = 0.45)

Test for subgroup differences: Chi? = 2,27, df =1 [P = 0,13}, 12 = 55,

Figure 301:

ge =

B
-

100.0% 1.64 [0.78, 3.48]
100.0% 1.64 [0.78, 3.46]
96.7% 0.82 [0.50, 1.36]
3.3% 0,01 [0.06, 13.59]
100.0% 0.83[0.51, 1.35]
0.01
9%

0.1 10 100

Favours nutri. support Favours standard care

Sarcopenia (change in grip strength in kg): continued nutrition support

after discharge from hospital versus standard care

MNutritional support Standard care

Mean Difference

Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bowrey 2015 1.5 4.4 18 2 4.1 21 10.8% 0,50 [-2.28, 3.28]

Carey 2013 1.6 5.2 14 28 5.7 13 4.1% -1.30 [-5.79, 3.19] ——
Gavazzi 2016 1.7 2.03 38 05 244 41 85.0% 1.20[0.21, 2.19] l
Total (95% C1) 68 75 100.0% 1.02[0.11, 1.93] ‘.

Heterogeneity: Chi* = 1,28, df = 2 (P = 0.53); 1 = 0%
Test for overall effect: Z = 2,19 (F = 0.03)

- o]
Favours nutri support Favours standard care
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Figure 302: Quality of life: continued nutrition support after discharge from hospital

versus standard care

Nutritional support Standard care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI| IV, Fixed, 95% CI
5.10.1 Change in QOL from baseline to 6 months
Bowrey 2015 (1) 3 25 16 -7 12 20 100.0% 2.00[-1257 16.57]
Subtotal (95% CI) 16 20 100.0% 2.00[-12.57, 16.57]

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.27 (P = 0.79)

5.10.2 QOL at the end of follow up

Bowrey 2015 69 25 16 73 15 20 59.3% -4.00[-17.90, 9.90]
Carey 2013 58 26 14 64 18 13 40.7% -6.00 [22.77, 10.77]
Subtotal (95% CI) 30 33 100.0% -4.81 [-15.52, 5.89]

Heterogeneity: Chi? = 0,03, df =1 [P = 0,88k F = 0%
Test for overall effect: Z = 0.88 (F = 0.38)

Test for subgroup differences: Chi* = 0.55, df = 1 (P = 0.48), I? = 0%
Footnotes
(1) EQRTC QLG-C30 change in global QOL from baseline to 6 months after surgery

%E

100

50 i 50
Favours standard care Favours nutri, support

Figure 303: Weight change: continued nutrition support after discharge from

hospital versus standard care

Nutritional support Standard care Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bowrey 2015 7.4 52 18 -10.8 7.2 21 22.5% 3.50 [-0.50, 7.50] B . —
Carey 2013 0.9 5.8 14 -3.2 82 12 123% 2,30 [-3.09 7.69]
Gavazzi 2016 -0.4 5.8 38 2.4 S 41 55.2% 2.00 [-0.35 4.35] ——
Total (95% CI) 68 75 100.0% 2.37[0.48, 4.27] el
Heterogeneity: Chi? = 0.40, df = 2 (P = 0.82); I = 0% =-10 5 513 101

Test for overall effect: Z = 2.46 (F = 0.01}

Palliative care

Favours standard care Favours Nutritional support

100

What is the effectiveness of nutritional interventions in adults with oesophago-gastric

cancer receiving palliative care?

No evidence was indentifed for this review.

Routine follow-up

In adults who have undergone treatment for oesophago-gastric cancer with curative
intent, with no symptoms or evidence of residual disease, what is the optimal
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method(s), frequency, and duration of routine follow-up for the detection of concurrent

disease?

PET/CT for gastric cancer

Figure 304:

Study

Bilici 2011
De Potter
Graziosi 2011
Kirm 2011
Lee 2011
Lee 2014
Lee 2016
Makamoto 2009
FPark 20049
Sharma 2012
Sim 2009
Sun 2008
Yun 2005

Figure 305:

PET/CT for any site recurrence (all studies)
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Figure 306: HSROC curve: PET/CT for gastric cancer any site recurrence (all studies)
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Figure 307: Bivariate analysis: PET/CT for any site recurrence (excluding studies from

Studyld
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1 Figure 308: HSROC curve: PET/CT for gastric cancer any site recurrence (excluding
2 studies from China, Japan or Korea)
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Figure 309:

Bivariate analysis: PET/CT for gastric cancer any site recurrence
(PET/CT conducted routinely only)
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Figure 310: HSROC curve: PET/CT any site recurrence (PET/CT conducted routinely

only)
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Figure 311: PET/CT for local recurrence
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Figure 312: PET/CT for distant recurrence
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H.20.2 CT for gastric cancer

Figure 313: CT for any site recurrence
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Figure 314: HSROC curve: CT for any site recurrence
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Note:  Bivariate analysis not reported due to high heterogeneity.

H.20.3 CEA for gastric cancer

Figure 315: CEA for any site recurrence (all studies)
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Figure 316:

Bivariate analysis: CEA for any site recurrence (all studies)
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Figure 317: HSROC curve: CEA for any site recurrence (all studies)
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Figure 318:

only)
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1 Figure 319: HSROC curve: CEA for any site recurrence (5ng/mL cut off only)
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6 Figure 321: CEA for distant lymph node recurrence
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1 H.20.4 CA 19-9 for gastric cancer
2 Figure 322: CA 19-9 for any site recurrence (all studies)
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4 Figure 323: Bivariate analysis: CA 19-9 for any site recurrence (all studies)
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Figure 324: HSROC curve: CA19-9 for any site survival (all studies)
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Figure 325: Bivariate analysis: CA 19-9 for any site recurrence (CA 19-9 cut off 35-37
U/mL only)
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1 Figure 326: HSROC curve: CA 19-9 for any site recurrence (with CA19-9 35-37 U/mL
2 cut off only)
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4 Figure 327: CA 19-9 for locoregional recurrence
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6 Figure 328: CA 19-9 for distant lymph node recurrence
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H.20.5 CEA and CA19-9 used in combination for gastric cancer

Figure 329: CEA and CA19-9 combination for any site recurrence
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Note:  Positive test result= both CEA and CA19-9 levels are elevated.
Figure 330: Either CEA or CA 19-9 for any site recurrence
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Note:  Positive test result= either CEA or CA19-9 levels are elevated.
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H.20.6 PET/CT for oesophageal cancer
Figure 331: PET/CT for any site recurrence
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Figure 332: PET/CT for locoregional recurrence
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Figure 333: PET/CT for distant recurrence
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H.20.7 CT for oesophageal cancer

Figure 334: CT for any site recurrence
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Figure 335: CT for locoregional recurrence
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Figure 336: CT for distant recurrence
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H.20.8 Serum CEA for oesophageal cancer

Figure 337: serum CEA for any site recurrence
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