FINAL
Radiotherapy

GRADE tables for review question: How effective is radiotherapy, including
both fractionated and unfractionated radiotherapy, for the management of spi-
nal metastases, direct malignant infiltration of the spine or associated spinal
cord compression?

Table 6: Evidence profile for comparison 1: Spinal metastases patients - single frac-
tion radiotherapy versus multiple fraction radiotherapy

26 random- very no serious seri- seri- none 242/261 224/246 HR 16 more VERY CRITICAL
ised trials seri-  incon-  ous? ous® (92.7%) (91.1%) 1.08 per1000 LOW
ous' sistency (0.9to (from 24
1.29) fewer to 45
more)

37 random- very no serious seri- nose- none 152/245 157/244 RR 19 fewer VERY CRITICAL
ised trials  seri- incon- ous? rious (62%) (64.3%) 0.97 per 1000 LOW
ous' sistency impre- (0.85to (from 97
cision 1.11) fewerto 71
more)
28 random- very no serious no seri- seri- none  6/155  17/144 RR 77 fewer VERY IM-
ised trials seri- incon- ousin- ous® (3.9%) (11.8%) 0.35 per1000 LOW PORTANT
ous' sistency direct- (0.14 to (from 18
ness 0.85) fewerto
102 fewer)

1 random- no se- no serious seri- seri- none 12/137  4/135 RR 58 more LOW IM-
(Roos isedtrials rious incon-  ous® ous® (8.8%)  (3%) 2.96  per 1000 PORTANT
2005) risk of  sistency (0.98to  (from 1

bias 8.94) fewerto
235 more)

1 random- no se- no serious no seri- very  none 0/31 0/33  Not es- 0 fewer per LOW IM-
(Majumder ised trials rious incon-  ousin- seri- (0%) (0%) timable 1000 (from PORTANT
2012) risk of sistency direct- ous* 60 fewer to
bias ness 60 more)

86

Spinal metastases and metastatic spinal cord compression: evidence reviews for
radiotherapy FINAL (September 2023)



FINAL
Radiotherapy

random- no se- no serious seri- very none  9/137 8/135 RR 7 more per VERY IM-
(Roos ised trials rious  incon- ous?  seri- (6.6%) (5.9%) 1.11 1000 (from LOW PORTANT
2005) risk of  sistency ous® (0.44 to 33 fewer to
bias 2.79) 106 more)

2° random- no se- no serious seri- very none 10/302  6/312 RR 13 more VERY IM-

ised trials rious  incon- ous?  seri- (3.3%) (1.9%) 1.68 per 1000 LOW PORTANT
risk of sistency ous® (0.62to  (from 7
bias 4.53) fewer to 68
more)

ClI: confidence interval; HR: hazard ratio; RR: risk ratio; RT: radiotherapy

! Vlery serious risk of bias in the evidence contributing to the outcomes as per RoB 2.

2 Population is indirect due to inclusion of patients with non-spinal metastases in TROG 96-05 trial (Roos 2005).
395% ClI crosses 1 MID

4 Absolute effect range crosses 2 MIDs (10 more per 1000 and 10 fewer per 1000)

595% ClI crosses 2 MIDs

5 Howell 2013, Roos 2005

" Howell 2013, Majumder 2012, Roos 2005

8 Howell 2013, Majumder 2012

¥ Roos 2005, Steenland 1999

Table 7: Evidence profile for comparison 2: Patients with metastatic spinal cord com-
pression - single fraction radiotherapy versus multiple (or short) fraction ra-
diotherapy

1 (Hoskin ran- no se- no serious no seri- seri- none 345 341 notes- SMD0.13 MOD- CRITICAL
2019) dom- rious incon-  ousin- ous' timable lower (1-sided ER-
ised risk of sistency direct- 97.5% Cl 0.38 ATE
trials  bias ness lower to «
higher)®
1 (Hoskin ran- no se- no serious no seri- seri- none 345 341 notes- SMDO0.12 MOD- CRITICAL
2019) dom- rious incon-  ousin- ous' timable lower (1-sided ER-
ised risk of sistency direct- 97.5% Cl 0.35 ATE
trials  bias ness lower to «
higher)®
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1 (Hoskin ran- no se- no serious no seri- seri- none 345 341 notes- SMDO0.18 MOD- CRITICAL
2019) dom- rious incon-  ousin- ous' timable lower (1-sided ER-
ised risk of sistency direct- 97.5% Cl1 0.41 ATE
trials  bias ness lower to «
higher)®

34 ran- no se- no serious no seri- no se- none 238/355 256/363 RR 35 fewer per HIGH CRITICAL

dom- rious incon-  ous in- rious (67%) (70.5%) 0.95 1000 (from 99
ised risk of sistency direct- impre- (0.86 to fewer to 35
trials  bias ness cision 1.05) more)

1 (Hoskin ran- nose- no serious no seri- seri- none 184/316 211/322 RR 72 fewer per MOD- CRITICAL

2019) dom- rious incon-  ousin- ous' (58.2%) (65.5%) 0.89 1000 (from 138 ER-
ised risk of sistency direct- (0.79to fewerto O ATE
trials  bias ness 1.00) more)

25 ran- no se- no serious no seri- Nno se- none 242/468 249/472 RR 16 fewer per HIGH CRITICAL

dom- rious incon-  ous in- rious (51.7%) (52.8%) 0.97 1000 (from 69
ised risk of sistency direct- impre- (0.87 to fewer to 42
trials  bias ness cision 1.08) more)

25 ran- no se- no serious no seri- seri- none 419/494  413/495 HR  not estimable MOD- CRITICAL

dom- rious incon-  ousin- ous' (84.8%) (83.4%) 1.06 ER-
ised risk of sistency direct- (0.88 to ATE
trials  bias ness 1.28)

1(Ma- ran- nose- no serious no seri- seri- none 80/153 80/150 RR 11 fewer per MOD- CRITICAL

ranzano dom- rious incon-  ousin- ous' (52.3%) (53.3%) 0.98 1000 (from 112 ER-
2009) ised riskof sistency direct- (0.79to0 fewerto 112 ATE
trials  bias ness 1.21) more)

1 (Hoskin ran- no se- no serious no seri- seri- none 345 341 notes- SMDO0.12 MOD- CRITICAL
2019) dom- rious incon-  ousin- ous' timable higher (1-sided ER-
ised risk of sistency direct- 97.5% Cl»  ATE
trials  bias ness lower to 0.38
higher)®
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ran- nose- no serious no seri- very none  71/498 72/491 RR 4 fewer per IM-
dom- rious incon-  ousin- seri- (14.3%) (14.7%) 0.97 1000 (from 40 PORTANT
ised risk of sistency direct- ous?® (0.73to fewer to 44

trials  bias ness 1.3) more)

ClI: confidence interval;, HR: hazard ratio; RR: risk ratio; RT: radiotherapy; SMD: standardised mean difference

195% Cl crosses 1 MID (for EORTC QLQ-C30 1-sided MID was -0.28; pain score 1-sided MID was +0.28)
295% Cl crosses 2 MIDs

4 Hoskin 2019, Lee 2018, Maranzano 2009

5 Hoskin 2019, Maranzano 2009

5 Results reported as SMD with 1-sided 97.5% CI

Table 8: Evidence profile for comparison 3: Spinal metastases patients — Image
guided intensity modulated radiotherapy versus conventional radiotherapy

1 ran- very noserious noseri- very none 17 12 MD 0.3 higher VERY CRITICAL
(Sprave dom-  seri- incon-  ous indi- seri- Not esti- (19.74 lowerto LOW
2018a) isedtri- ous' sistency rectness ous? mable  20.34 higher)
als

1 ran- very no serious no seri- seri- none 17 12 MD 13.6 lower VERY CRITICAL
(Sprave dom- seri- incon-  ous indi- ous® Not esti- (30.48 lowerto LOW
2018a) ised tri- ous' sistency rectness mable  3.28 higher)
als

1 ran- very noserious noseri- seri- none 14/30 7/30 HR 2.02 MSH: Please in- VERY CRITICAL
(Sprave dom-  seri- incon-  ous indi- ous* (46.7%) (23.3%) (0.81to sertcontentin LOW
2018a) ised tri- ous' sistency rectness 5) this cell. -

als

1 ran- very noserious noseri- seri- none 14/20 9/19 RR 1.48 227 more per VERY CRITICAL
(Sprave dom-  seri- incon-  ous indi- ous* (70%) (47.4%) (0.85to 1000 (from 71 LOW
2018a) |sed tr|- ous' sistency rectness 2.57) fewer to)744

more
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ran- very noserious no seri- very none 1/30  4/30 RR0.25 100 fewer per VERY IM-

(Sprave dom-  seri- incon-  ous indi- seri- (3.3%) (13.3%) (0.03to 1000 (from 129 LOW PORTANT
2018a) |sed tr|- ous' sistency rectness ous® 2.11)  fewerto 148
more)

1 ran- very noserious noseri- very none 3/20 2/19 RR1.42 44 moreper VERY IM-
(Sprave dom-  seri- incon-  ous indi- seri- (15%) (10.5%) (0.27 to 1000 (from 77 LOW PORTANT
2018a) ised tri- ous' sistency rectness ous® 7.61) fewer to 696

als more)

3DCRYT: three dimensional conventional radiotherapy; Cl: confidence interval; HR: hazard ratio; IMRT: image
guided intensity modulated radiotherapy; MD: mean difference; RR: risk ratio; RT: radiotherapy.

' Very serious risk of bias in the evidence contributing to the outcomes as per RoB 2.

295% Cl crosses 2 MIDs (0.5x control group SD, for HRQOL: EORTC QLQ-BM 22 Functional Interference £14.9).
395% Cl crosses 1 MID (0.5x control group SD, for HRQOL: EORTC QLQ-BM 22 Psychosocial aspects +9).
495% Cl crosses 1 MID

595% Cl crosses 2 MIDs

Table 9: Evidence profile for comparison 4: Spinal metastases patients — Stereotactic
ablative body radiotherapy versus conventional radiotherapy

! c;g:‘r;- very no serious no seri- Not esti- MD 3.4 higher VERY
(Sprave ised tri- seri- incon-  ous indi- serious? none 19 20 mable (8.97 lower to LOW CRITICAL
20p1 8d) als ous' sistency rectness 15.77 higher)

1 ran- . . Nno seri- MD 5.10 higher
~very noserious no seri- Ny "
dom-— incon-  ous indi- ®4$1M- Lone 115 114 Not esti- (2.67 onver to LOW CRITICAL
(Sahgal ised tri- ous' sistency rectness preci- mable 12.87 higher)
2021) als sion

;
ran- MD 1.7 lower

~ very no serious no seri- : -
(Sprave S‘L d ¥ seri- incon- ousindi- YoY% none 19 20 N;;gls;' (17.15 lower to \['(E)w CRITICAL
2018d) ous' sistency rectness 13.75 higher)
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1 ran- very noserious no seri- veryse- none 1527 15/28 HR1 notestimable VERY CRITICAL
(Sprave dom- seri- incon-  ousindi- rious* (55.6%) (53.6%) (0.49 to LOW
2018d) isedtri- ous' sistency rectness 2.05)
als

27 ran- very noserious no seri- serious® none 61/141 43/143 RR 1.44 132 more per VERY CRITICAL

dom-  seri- incon-  ous indi- (43.3%) (30.1%) (1.05to 1000 (from 15 LOW
ised tri- ous' sistency rectness 1.97)  more to 292
als more)
1 ran- very noserious no seri- veryse- none 5/115 5/114 RR0.99 0 fewerper VERY IM-
(Sahgal dom-  seri- incon-  ous indi- rious* (4.3%) (4.4%) (0.29to 1000 (from 31 LOW PORTANT
2021) ised tri- ous' sistency rectness 3.33) fewerto 102
als more)

27 ran- very veryseri- noseri- veryse- none 23/132 26/135 RR 1.09 17 more per VERY IM-

dom- seri- ous® ous indi- rious* (17.4%) (19.3%) (0.33 to 1000 (from 129 LOW PORTANT
ised tri- ous' rectness 3.66) fewerto 512
als more)

3DCRYT: three dimensional conventional radiotherapy; ClI: confidence interval; EBRT: external beam radiotherapy;
HR: hazard ratio; IMRT: image guided intensity modulated radiotherapy; MD: mean difference; RR: risk ratio; RT:
radiotherapy.

' Very serious risk of bias in the evidence contributing to the outcomes as per RoB 2.

295% Cl crosses 1 MID (0.5x control group SD, for HRQOL: EORTC QLQ-BM 22 Functional interference +12.2).
395% Cl crosses 2 MIDs (0.5x control group SD, for HRQOL: EORTC QLQ-BM 22 Psychosocial aspects +11.8).
495% Cl crosses 2 MIDs

595% Cl crosses 1 MID

5 Very serious heterogeneity unexplained by subgroup analysis

7 Sahgal 2021, Sprave 2018d

Table 10: Evidence profile for comparison 5: Patients with metastatic spinal cord com-
pression - short course radiotherapy versus split course radiotherapy
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1(Ma- ran- no seri- no serious no seri- no seri- none  97/142 95/134 RR 0.96 28 fewer per HIGH CRITICAL

ranzano dom- ous incon-  ous in- ous im- (68.3%) (70.9%) (0.82to 1000 (from
2005) ised riskof sistency direct- preci- 1.13) 128 fewer to
trials  bias ness  sion 92 more)

1(Ma- ran- no seri- no serious no seri- no seri- none 128/142 119/134 RR 1.02 18 more per HIGH CRITICAL

ranzano dom- ous incon-  ous in- ous im- (90.1%) (88.8%) (0.94to 1000 (from
2005) ised riskof sistency direct- preci- 1.1) 53 fewer to
trials  bias ness  sion 89 more)

1(Ma- ran- no seri- no serious no seri- seri- none 80/142 79/134 RR0.96 24 fewer per MOD- CRITICAL

ranzano dom- ous incon-  ousin- ous' (56.3%) (59%) (0.78to 1000 (from ER-
2005) ised riskof sistency direct- 1.17) 130 fewerto ATE
trials  bias ness 100 more)

1 (Ma- ran- no seri- no serious no seri- very  none 3/142 5/134 RR 0.57 16 fewer per LOW IM-

ranzano dom- ous incon-  ousin- seri- (2.1%) (3.7%) (0.14to 1000 (from PORTANT
2005) ised riskof sistency direct- ous? 2.32) 32 fewerto
trials  bias ness 49 more)
1(Ma- ran- no seri- no serious no seri- seri-  none 5/142 0/134 POR 40 more per MOD- IM-
ranzano dom- ous incon-  ousin- ous' (3.5%) (0%) 7.19 1000 (from0 ER- PORTANT
2005) ised riskof sistency direct- (1.23to moreto 70 ATE
trials  bias ness 42.06) more)

ClI: confidence interval; POR: Peto odds ratio; RR: risk ratio
195% Cl crosses 1 MID
295% Cl crosses 2 MIDs

Table 11: Evidence profile for comparison 6: Patients with metastatic spinal cord com-
pression — short course radiotherapy versus long course radiotherapy

ran- . . no seri- no seri- 22 fewer per
no seri- no serious - ) RR 0.97
- ; . ous in- ous im- 56/78 57/77 1000 (from
(Rades . . ous risk incon- A A none (0.80 to HIGH CRITICAL
2016) ised tri- of bias  sistency direct- preci- (71.8%) (74%) 1.18) 148 fewer to
als ness sion 133 more)
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ran- q q no seri- no seri- 27 fewer per
no seri- no serious : ) RR 0.97
(Rades .d%m'. ous risk  incon- ?;.JS - ousIm- e g?gs 53/67; (0.87 to 111%0$ (from yaH CRITICAL
2016) ised tri- of bias sistency irect- preci- (87.2%) (89.6%) 1.09) ‘ewer to
als ness  sion 81 more)
1 jom. noser- noserious [5G very 9101  9r02 HR121 1180?00535::
(Rades . d tri- OUS risk  incon- di seri- none 8.9° 8.8° (0.48 to 45 f LOW CRITICAL
2016) '€t oeias  sistency St gust EHEP) | ) | g | 4 Iz
als ness 158 more)

1 ran- no seri- No serious no seri- very none 36/101 40/102 RR 0.91 35 fewer per LOW CRITICAL

(Rades dom- ousrisk incon-  ousin- seri- (35.6%) (39.2%) (0.64 to 1000 (from
2016) ised tri- of bias sistency direct- ous’ 1.3) 141 fewer to
als ness 118 more)
ran- . . no seri- 0 fewer per
(Rades SOM Ooo ok meam” OUSN- ser- 0101 0/02 ppyo oo 1000 (fom MOD- -
ised tri- . . direct- ous? 0% 0% ’ 20 fewer to PORTANT
2016) of bias  sistency ATE
als ness 20 more)

ClI: confidence interval; HR: hazard ratio; RD: risk difference; RR: risk ratio; RT: radiotherapy.
195% Cl crosses 2 MIDs
2 Sample size < 300

Table 12: Evidence profile for comparison 7: Patients with metastatic spinal cord com-
pression — surgery + radiotherapy versus radiotherapy only

1 (Patch- ran- no seri- no serious no seri- serious' none 42/50 29/51 RR 1.48 273 more per MOD- CRITICAL
ell 2005) dom- ousrisk incon-  ous indi- (84%) (56.9%) (1.13 to 1000 (from 74 ER-
ised tri- of bias sistency rectness 1.93) moreto 529 ATE
als more)
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1 (Patch- ran- no seri- no serious no seri- serious’ none 32/34 MOD- CRITICAL
ell 2005) dom- ousrisk incon-  ous indi- (94.1%) 26/35 RR1.27 201 more per gR.
ised tri- of bias  sistency rectness (74.3%) (1.02to 1000 (from 15 ATE
als 1.57)  more to 423
more)

1 (Patch- ran- no seri- no serious no seri- serious’ none 10/16  3/16 RR 3.33 437 more per MOD- CRITICAL

ell 2005) dom- ousrisk incon-  ous indi- (62.5%) (18.8%) (1.12 to 1000 (from 23 ER-
ised tri- of bias sistency rectness 9.9) moreto 1000 ATE
als more)
1 (Patch- ran- no seri- no serious no seri- serious' none 50 51 HR2.13 Median 149 MOD- CRITICAL
ell 2005) dom- ousrisk incon-  ous indi- (1.15to dayslonger ER-
ised tri- of bias sistency rectness 4.00) ATE
als
1 (Patch- ran- no seri- no serious no seri- no seri- none 50 51 HR3.57 Median 494 HIGH CRITICAL
ell 2005) dom- ousrisk incon-  ous indi- ous im- (1.64 to days longer
ised tri- of bias sistency rectness preci- 7.69)
als sion

1 (Patch- ran- no seri- no serious no seri- no seri- none 50 51 HR4.17 Median 494 HIGH CRITICAL
ell 2005) dom- ousrisk incon- ous indi- ous im- (1.85to days longer
ised tri- of bias sistency rectness preci- 9.09)
als sion

1 (Patch- ran- no seri- no serious no seri- serious® none 50 51 Notesti- Median4.4 MOD- CRITICAL
ell 2005) dom- ousrisk incon-  ous indi- mable mg lower ER-
ised tri- of bias sistency rectness ATE

L
@

1 (Patch- ran- no seri- no serious no seri- very se- none 3/50 7/51 RR0.44 77 fewer per LOW IM-

ell 2005) dom- ousrisk incon-  ous indi- rious? (6%) (13.7%) (0.12to 1000 (from PORTANT
ised tri- of bias sistency rectness 1.6) 121 fewer to
als 82 more)

Cl: confidence interval; RR: risk ratio; RT: radiotherapy.
195% Cl crosses 1 MID

295% Cl crosses 2 MIDs

3 Sample size < 300
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