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META-ANALYSES: WHEN?

* Despite numerous trials: no clear answer
— Lack of power ?
— No treatment effect ?



META-ANALYSES: HOW?

* Exhaustivity / Reproductibility / Quantification
— Systematic Review of Literature
— Published-data based meta-analyses
— Individual patient data based meta-analyses

BIG DATA ?7??



Trials selection

MEDLINE EMBASE
2064 citations 819 citations

CENTRAL
599 citations

k J

3482 potentially relevant citations identified

h 4

624 duplicates removed

Y

2858 titles and abstracts screened

h 4

2608 articles excluded

h

250 full-text articles assessed for eligibility

¥

183 full-text articles excluded:
85 not prospective RCTs
47 no extractable survival data
19 overlap in study participants
7 ineligible study participants
9 irrelevant comparison/outcome
5 duplicates
9 full-text unavailable
2 trial registry/industry report

h A

67 articles and 25 eligible RCTs identified

Yan, EJC 2015



Systematic reviews in NPC

* Jia WH and coll: Sem cancer Biol 2012
— NPC risk: EBV++

e { in Chinese immigrants in low-risk countries

e I with Salted fish / salted vegetables (N nitrosamine)
« @ with fresh vegetables and fruits

e /I with high alcohol consumption

e I with Tobacco consumption (+ dose effect)

e P with wood dust

o I with formaldehyde ?

* Interaction genetic / environmental factors

* HLA-A (Su WH, BMC cancer 2015)



META-ANALYSES not focused on RCT

Patterns of regional lymph node metastasis of

nasopharyngeal carcinoma: A meta-analysis of
clinical evidence. Ho FC and coll. BMC cancer 2012:

13 studies, 2920 patients
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Beware Heterogeneity
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* Vallayapan and coll Radiol Oncol 2014. TEP FDG in NPC



META-ANALYSES of RCT

e Literature-based
* |ndividual Patient Data-based

e |s CT useful in NPC? How to deliver it?



Trials Selection

Blanchard, L Oncol 2015
(accrual - 12/2010)

Yan EJC 2015
(Accrual - 08/2014)
Only 2 too recent trials



IPD Meta-analyses

Authors requested to provide their patients
data

Intent-to-treat analyses (patients excluded
after randomization reincluded)

Checking cumulative accrual between arms

Checking follow up (median follow-up, reverse
Kaplan Meier)

Updating data
Inclusion of unpublished results
Data re-analyzed + validation by authors.



Blanchard Lancet Oncol 2015

* Update of Baujat Int J Rad Oncol Biol Phys 2005:
Concomitant CT improves Overall survival in NPC

e Question: Is CRT+ Adjuvant CT better than CRT
alone?



Results:
Overall
Survival

Chemotherapy Control O-E Variance HR (95% Cl)
(number of deaths/ (number of deaths/
number entered) number entered)
Induction i
PWH. 882 1537 13/40 18 69 .
AOCOAD S4/167 55167 03 72 :
VUMCA gk 94/171 03/168 02 467 t:
Japan-91% 17/40 20040 25 92 :
NPCo08= 12/34 14/31 -28 63 |
HeCOG* 29/72 29/72 01 145 '
Subtotal 221/521 224/518 -41 1109 :Kj: 0-96 (0-80-1-16)
Adjuvant i
TCOG-g4% 52/80 5378 13 262 —
OMH-95Ad}* 24/54 24/55 08 120 — e
QMH-95Adj+ 19/57 25156 46 109 S S -
Guangzhou 2006 26/251 34257 36 150 —
Subtotal 121/442 136/446 86 641 {I::, 0-87 (0-68-112)
Concomitant E
PWHQEH-947 92/174 101176 -104 480 —m
QMH-95Conc 25/56 24/55 00 122
QMH-95Conc:** 19/57 24/54 -49 106
VUMCA-95 (unpublished)  111/256 116/253 64 566 !
Guangzhou 2001% 21j59 3156 78 127 i
Guangzhou 2002-02* 73/204 81/204 -2.2 385 —;—-—
Guangzhou 20037 9/116 26/114 -9.4 87 = E
Subtotal 350/922 403/912 -410 1873 <j> 0-80 (070-0.93)
Concomitant +adjuvant .
INT-0099° 59/97 79/96 228 330 — =
SQNPo1™ 60/111 72/110 124 324 —
NPC-99017 69/172 93/176 -12.8 405 —
NPC-9902CF2 22/51 18/42 -03 9.9 —5—.
NPC-9902AF 15/44 29/52 76 109 4.—5_
Guangzhou 2002-01% 52/158 65/158 109 290 -
Subtotal 2771633 356/634 -667 1557 <>l 065 (0.56-0.76)
Total 069/2518 1119/2510 -1205 5180 ’ 079 (073-0-86)
T T T T T LI T 1
Test for heterogeneity: p-0-087 P=30% 015 ¢ R 275
Test for interaction: p=0-012 Chematherapy  Control
Residual heterogeneity: p-036 better better

Chemotherapy effect: p<0.0001



Results:
Progression
Free Survival

Chemotherapy Control O-E Wariance HE {95% C1).
{rumber of deathy’  [number of deathes/
number entered) number entered)
Inducticn
PWH-BE= 17737 Ti40 =01 a4 "
ADCOAR 1167 10Rf167 -5 h B —H —
VLB CA- B 102171 1147168 -15.0 534 —il—
Japan-21* 10740 2440 38 107 -
RIBCODE™ 12734 1431 -2 6.3 -
HeCDG™ Tz 34472 25 163 =
Subtatal 281521 311514 -100 1460 5= 0.51{0.60-0.95)
Adjurvant
TOOG- 94 5380 LETE -43 19 |
QM H-95Ad™ 4 5L -30 145 L
QM H-O5Ad)+™ ey i -6 13.2 -
Guangehow 20067 41251 iy B 4.5 —
Subttatal 1467442 17445 -7 790 <[ 080 {0-64-1.00)
Concomitant
PWHOEH-94% 1017174 0BT -8-6 £21 _..__
QM H-95Con: 2856 £ -42 146 —_—
OMH-05Cones ™ 57 75 33 18 b
VUM CA-O5 [unpublished) 1387256 146353 -107 707 —+ —
Guangehou 10017 265750 33564 -3 144 - -
Guangehow 0020 Q0204 100y204 -40 4.5 ——.—
Guanigehiow 30037 157116 327114 -0.9 17 -
Subtatal 473972 477912 -480 1340 <:I> 0.81 (07 1-0.57)
Concomitant + adjuvant ’
INT-0099° &yar 81796 -7 vk T
SOMPOL= 41111 7510 -115 343 —n—
NPC-0A01™ 7ingm 104/176 -9 451 ——
NPC-OR0R OF 75l 42 -0:9 10.9 i
NPC-OQI2AF 19544 Iy 7.6 124 0
Guangzhaw 2002017 LEF1SE FET ] -138 320 —B—
Subtatal 3007633 385/634 Fo4 1674 <> 0.62 (053-073)
Total 1150/2518 13442510 -1759 6172 ’ 075 {0-63-0.81)
T T T LI I| T T :
Test for heterogensity: p=0.30 I'=12% 02 ¢ " o
Test for inferactior p=DL041 Chernotherapy  Contral
Residual heterogeneity:  p=0.36 beetter better

Chemothermpy effect: p<0-0001



|s CRT+A superior to CRT alone?

* No statistically significant difference between
groups of trial

* Tendancy toward a stronger treatment effect

with CRT+A
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But

Non platin based CT in CRT group
More acute toxicity with CRT+A
Low compliance

More long-term toxicity with CT (Hearing
deficit 21% vs 15%; Cranial nerve palsy 11% vs
9%)

Same conclusion for Liang and coll 2012 Asian
Pacif J Canc Prev (5 trials, 3 in common)



Induction CT ? Adjuvant CT?

* Objective: DM control

* No interaction between CT timing and CT
effect for Loco regional / distant failure rate

* Induction CT with Taxane / Capecitabine (Lee
and coll, Cancer 2015, NPC-0501)



Conclusion

MA of Randomized trials provide level 1 evidence

Rigorous selection of trials / exploration of
neterogeneity

PD MA = Gold standard, but long process

— Post hoc validation

— Loss of « satellite » information

Importance of using standardized time-to-event
endpoints (Bellera Eur J Can 2012, DATECAN
project) and classifications



