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> Stage Ilb: RADIO (CHEMO) (IMRT)
> Stage lll = IV: RADIO (IMRT)-CHEMO
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Table 1. Meta-analysis of chemotherapy in nasopharyngeal carcinoma: description of eligible trials

Histologic ) Patients
lype Chemotherapy randomized  Median
Trial Inclusion (WHO and follow-up
(reference) period Stage (classification®) classification) RT dose, duration Timing Dose > No. of cycles analyzed (n) (months)
PWH-88 (13) [1988-91  [IIHIV (Ho) 3 T 66 Gy/6.5 wk, N— 58 Gy, Induction and Cisplatin 100 mg/m” x (2 + 4) 77 i5
N+ 65.5 Gy adjuvant 5-Fluorouracil 3000 mga’m1 X
2+ 4,
AOQCOA (I8) 1989-93  [I-IV (AJCC <<1997) 2-3 T 66-74 Gy/6.5-7.5 wk; Induction Cisplatin 60 mg/m?® x 2-3 334 65
N— 666 Gy, N+ 66-T76 Gy Epirubicin 110 mg,fm1 X 2-3
VUMCA-89  1989-93  [IIHIV (AJCC <1997) 1-3 T 65-70 Gy/6.5-7.5 wk; Induction Bleomycin 15 mg/m” X 3 339 bt
(19) N— 50 Gy, N+ 65 Gy Bleomycin 60 mg/m” x 3, CI
Epirubicin 70 mg/m” % 3
Cisplatin 100 mg/m” % 3
Japan-91 (20) 1991-98  [-IV (AICC <1997) 1-3 T 66-68 Gy/6.5-7 wk, N— 50 Induction Cisplatin 80 mg/m* % 2 20 T4
Gy, N+ 66-68 Gy 5-Fluorouracil 3200 mg/m* X
2.C1
T-0099 (21y  1989-95 -1V (AICC <1997) 1-3 T 70 Gy/7 wk; N— 50 Gy, Concomitant and  Cisplatin 100 mg/m” x 3 193 110
N+ 66-T0 Gy adjuvant Cisplatin 80 mg/m” x 3
5-Fluorouracil 4000 mg/m” ¥
i C
PWHQEH-94 1994-99  [I-IV (AJCC 1997) 1-3 T 66 Gy/6.5 wk: N— 58 Gy, Concomitant Cisplatin 40 mg/m?, weekly 350 67
(22) N+ 655 Gy
OMH-95 (23) 19952000 [I-1V (AJCC 1997) 1-3 T 62.5-68 Gy/T wk N 62.5-66  Concomitant UFT 600 mg daily, p.o. 222 5
GyfT wk = boost 10 Gy Adjuvant Cisplatin 100 mg/m~ x 3
5-Fluorouracil 3000 mg/m” x 3
Vincristing 2 mg < 3
Bleomycin 30 mg = 3
Methotrexate 150 mg/m” x 3
TCOG-94 1994-99 IV (AJCC <1997) 1-3 T 70-72 Gy/7-8 wk N— 50 Gy  Adjuvant Cisplatin 20 mg/m” % 9 158 12
(24) weekly, CI

Baujat et al, IJROBP 2006

Fluorouracil 2200 mg/m” X 9
weekly, CI

Leucovorin acid 120 mg/m?® x
9 weekly, CI
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Baujat et al, [IJROBP 2006

Overall Survival

Timing of Chemo/Trial Events/Patients O-E Hazard Ratio Risk. Redn.
Chemo Control Variance (Chemo/Control) (+ SD)

(a) Induction
PWH-88 15/37 13/40 1.8 6.9
AOCOA 54/167 55/167 0.3 27.2

VUMCA-89 94/171 93/168 -0.2 46.7
Japan-91 17/40 20/40 -2.5 9.2

- Subtotal (a) 180/415 181/415 -1.2 90.1

(b) Concomitant
INT 0099 42/97 66/96
PWHQEH-94 60/174 73/178
OMH-95Conc 12/56 11/55
OMH-95Conc+ S/57 17/54

= Subtotal (b) 123/384 167/381

(c) Adjuvant
TCOG-94 35/80 42/78

QMH-95Adj 17/54 11/55
QMH-95Adj+ 9/57 12/56

Subtotal (©) 61/191 65/189 : 31. ; 3% + 18

Total (a _¢) 364/990 413/985 18% +7
| ' —T 1
0.0 ; ; . 2.0 2.5

Total for heterogeneity : x 120 = 19.9 2P=0.03

Chemo better | Control better

Test of Interaction between timing : x ; = 10.72 2P =0.005 Chemo effect 2P = 0.006
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Table 3. Treatment effect on overall and event-free survival according to patient characteristics

Patients receiving

Hazard ratio of

Hazard ratio of tumor

p
(t for test for trend)

Characteristic RT+CT/RT (n)  death (95% CI) (¢ for test for trend) failure or death (95% CI)

Gender

Male T42/727 0.81 (0.69-0.95) 0.76 (0.66-0.87)

Female 248/258 0.85(0.62-1.16) 0.81 0.74 (0.58-0.96) 0.89
Age (y)

=40 326/285 0.85(0.63-1.14) 0.67 (0.52-0.85)

41-50 308/327 0.77 (0.59-1.01) 0.80 (0.64-1.00)

=50 356/373 0.86 (0.70-1.05) 0.85(t) 0.79 (0.66-0.95) 0.31(p)
Performance status*

0 380/368 0.89 (0.71-1.11) 0.78 (0.64-0.94)

1 342/340 0.71 (0.55-0.92) 0.66 (0.53-0.83)

2 17121 1.55 (0.65-3.69) 0.73 (1) 1.40 (0.65-3.02) 0.92 (1)
T stage (AJCC 1997)

Tl 267/272 0.68 (0.51-0.90) 0.69 (0.54-0.87)

T2 350/363 0.83 (0.64-1.07) 0.82 (0.66-1.02)

T3-T4 373/350 0.90(0.73-1.12) 0.12 (1) 0.73 (0.60-0.88) 0.80 (1)
N stage (AJCC 1997)"

NO 01/83 1.02 (0.61-1.69) 0.65 (0.42-1.00)

NI-N2 620/643 0.82 (0.68-0.99) 0.79 (0.68-0.93)

N3 _ 242/219 0.68 (0.52-0.88) 0.24 (1) 0.64 (0.51-0.81) 0.47 (1)
WHO histologic type*

1 20126 0.30(0.15-0.59) 0.18 (0.09-0.36)

2-3 058/959 0.85 (0.73-0.98) 0.003 0.78 (0.69-0.89) <0.0001
Total 000/985 0.82(0.71-0.94) 0.006 0.76 (0.67-0.86) <0.0001

Baujat et al, IJROBP 2006
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19 trials

Median Fup 7 yrs

Benefit of CT on OS@5 yrs = 6.4%
Timing significant: CT/RT w/o adjuv CT
PFS; LRC; DM

Age, sex, stage: NS

Baujat et al, ASCO 2014
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The role of concurrent chemoradiotherapy in the
treatment of locoregionally advanced
nasopharyngeal carcinoma among endemic

population: a meta-analysis of the phase iii
randomized trials

Li Zhang', Chong Zhao®", Bijesh Ghimire', Ming-Huang Hong? Qing Lit®, Yang Zhang®, Ying Guo™,
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C 5 years Overall Survival

CCRT RT Risk Ratio Risk Ratio

Study or Subaroup _Events Total Events Total Weight M-H,Fixed.95% CI oM, Fixed, 05%Cl

Chan (1125) 9 4 T8 3% 0720054,096] L

Wee (12) % 1M £ 00 20% 057037, 087 —+

Lo 9901 (13,19 5172 6 176 36%  089(087,120) +

L 9902 (15,17 oS B 42 78 070[035139) —T

Total 5% C) 508 S04 1000%  0.74[0.62,089 ¢

Total events 142 191

Helerogenely: Cht = 3.14,df= 3(P = 0.37) = % —
0102 05 1 2 510

Test for overall effect 2 =3.29 (P =0.001)

Favours CCRT  Favours RT

Zhang L BMC, 2010
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B 3 years Overall Survival (without adjuvant)

CCRT RT
Kwong (10) 8 53 | 55
Chan (11,25) 35 174 4 176
Zhang (14) 5 59 19 56
Total (95% CI) 286 287
Total events 49 74

Heterogeneity: Chi* = 4.53 df= 2 (P =0.10); * = 58%
Test for overall effect: £ = 2.50 (P =0.01)

Risk Ratio
A-H, Fixed, 95%
11.9% 0.892 [0.38, 221]
61.8% 0.77 [0.52, 1.13]
26.3% 0.30 [0.13, 0.70]
100.0% 0.66 [0.48,0.92]

C 3 years Overall Survival (with adjuvant)

CCRT RT
Kwong (10) & 57 9 58
Wee (12) 2 111 32 110
Les 9901 (13,18) 38 172 B 176
Les 9902 (15.17) g 51 T 42
Total (95% CI) 391 383
Total events ] BT

Heterogeneity: Chi* =2.74, df= 3 (P = 0.43); F = 0%
Test for overall effect: Z = 1.35 (P =0.18)

Risk Ratio
A-H, Fixed, 95%
10.5% 0.64 [0.25, 1.69]
3B.7% 0.62 [0.38, 1.01]
44.0% 1.00 [0.67, 1.48]

8.8% 1.06 [0.43, 260]

0.83 [0.63,1.09]

o102 05 1 2 5 10
Favours CCRT Favours RT

Risk Ratio
ixed, 95%

o102 08 1 2 5 10
Favours CCRT Favours BT

Zhang L BMC, 2010
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B 3 years Distant metastasis (without adjuvant)

CCRT RT Risk Ratio Risk Ratio

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

Chan (11,25) 37174 45 176 6B6.0% 0.83[0.57, 1.22)

Kwong (10) <] 53 12 55 17.4% 0.52 [0.21, 1.28] - &

Zhang (14) 5 59 11 56 16.6% 0.43 [0.16, 1.16] I

Total (95% CI) 286 287 100.0%  0.71[0.51,0.99] L 4

Total events 45 B8 . . . . . .
| 1 1 1 1 1

Heterogeneity: Chi*=2.09, df = 2 (P = 0.35); F = 4%
Test for overall effect: £ = 2.03 (P =0.04)

C 3 years Distant metastasis (with adjuvant)

0102 05 1 2 5 10
Favours CCRT Favours RT

CCRT RT Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed. 95% CI M-H. Fixed, 95% CI
Kwong (10) 9 57 12 55 116%  0.72[0.33 1.58] —
Wee (12) 18 111 38 110 362% 047 [0.29,0.77] —i
Lee 9901 (13.18) M 172 48 176 450% 087 [0.61, 1.25)] —-
Lee 0002 (15,17) T8 7T 42 7% 0.82 [0.31, 2.16] I
Total (95% CI) 391 383 100.0%  0.71 [0.54,0.92] . 4
Total everts 75 105 . . . . . .
I 1 1 1 1 1

Heterogeneity: Chi* = 4.06, df = 3 (P = 0.25); P = 26%
Test for overall effect: £ = 2.61 (P =0.009)

0102 08 1 2 5 10
Favours CCRT Favours BT

Zhang L BMC, 2010
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Table 1. Inclusion Criteria of Eligible Trials

Study Group  No. of Inclusion Stage Radiotherapy Chemotherapy
patients period IC cCc AC
Heetal, IC+CCRT 38 20044- 1992 Fuzhou  2.0Gy/Fx3F/wk, primary Cisplatin 80 mg/m*dl, Cisplatin 40 mg/m?® d1, i
2009 CCRT 36 20065 stage site:68-T2Gy, positive nodes: 64-66Gy, 5-fluorouracil 800 mg/m?, qwk for 6 cycles.
Im-IVa the prevention dose for neck: S0Gy. d1-5, g3wks for 2 cycles.
Maetal., IC+CCRET 49 20035- 1992 Fuzhou  2.0Gy/Fx5Ffwk, primary Taxol 135 mg/m* dl, Cisplatin 20 mg/m* d1-5, !
2009 CCRT 49 20068  stage site:70Gy the prevention dose cisplatin 20 mg/m*, d1-5 and 5-fluorouracil 1000 mg/m®,
II-IVa for neck:50-55Gy. 5-finorouracil 1000 mg/m? d1-5, dl-5, for 2 cycles.
q3wks for 2 cycles.
Huietal., IC+CCRT 34 200211- 1997 UICC 20Gy/Fx3Ffwk, Docetaxel 75 mg/m® and cisplatin Cisplatin 40 mg/m?*/wk i
2009 CCRT 31 2004.11 stage nasopharyngeal-66Gy. 75 mg/m?, q3wk for 2 cycles for 8 cycles
II-IVb
Sunetal., IC+CCRT(A) 76 20055- 1992 Fuzhou  Conventional radiotherapy: Group A: Cisplatin 30 mg/m?, 5- Cisplatin80 mg/m?, !
2009 IC+CCRT(B) 66 20089 stage 2 0Gy/Fx5F/wk, primary fiuorouracil 3 g/m?, q3wks for 2 cycles.  q3w for 2 cycles.
CCRT(C) 71 II-IVa site-70Gy, positive nodes-66-70Gy, Group B: Taxel 135 m'm’, Carboplatin
pharyngeal extension and (AUC=6), q3wks for 2 eycles.
residual nodes-50Gy.
IMRT: GTVnx:68Gy,GTVnd:60-66Gy,
CTV1:60Gy,CTV2:54Gy.
Ruste etal., IC+CCRET 14 2005- 1997 UICC 2 0Gy/Fx5Ffwlk, primary site:70Gy, Cisplatin 20 mg/m* d1-4 and Cisplatin 25 mg/m* d1-4  Cisplatin 20 mg/m* d1-4 and
2011 CCRT+AC 16 2007 stage N0 disease: 350Gy, nodes<2em: 66 Gy,  5-fluorouracil 1000 mg/m?® d1-4, g3wks for 3 cycle. 5-fluorouracil 1000 mg/m? d1-4,
m-IVb nodes greater than 2em:T0Gy qdwks for 3 cycle. gdwks for 3 cycle.
Xuetal, IC+CCRET 25 20088- Chinese IMRT: GTVnx: 70.4-76 4Gy, Docetaxel 75 mg/m?® cisplatin Cisplatin{40 mg/m?), !
2011 CCRT 20 20097  stage GTVnd: 68Gy, CTV1: 60-62Gy, 75 mg/m* d1, 5-fluorouracil gwk for 5 cycles.
(2008) CTV2: 54-57Gy. 25 mg/m?®, CIV120h,
Im-IVa q3wks for 2 cycles.
Heetal, IC+CCRT 50 2008.12- 2002 AJCC Total dose: T0Gy Docetaxel 75 mg/m® and cisplatin Cisplatin 90 mg/m?® d1, i
2011 CCRT 50 20101 stage 25 mg/m?* d1-3, 5-fluorouracil q3wks for 3 cycles.
II-IVa 800 mg/m*, CIV96h, q3wks
for 3 eycles.
Fountzilas etal., IC+CCRT 72 2003.10- 2002 AJCC 20Gy/Fx3Ffwk, 66 Gy to Cisplatin 75 mg/m?, epirubicin Cisplatin 40 mg/m?, qwk i
2012 CCRT 69 20082  stage clinically invelved nodes <3 em, 75 mg/m? and paclitaxel
Ib-IVh 70 Gy to nodes=3 cm and 50 Gy 175 mg/m?®, q3wks for 3 eycles.
to uninvolved cervical and
supraclavicular areas.
Chenetal, IC+CCRT 30 20091- Chinese IMRT: GTVnx: 66-70 4Gy, GTVnd: Docetaxel 75 mg/m?, cisplatin Cisplatin 40 mg/m?, qwk \
2012 CCRT 30 20101  stage 66-70.4Gy, CTV1:6 0-64Gy, 75 mg/m? d1, and 5-fluorouracil
(2008) CTV2: 50-54Gy. 500 mg/m*, d1-5, g3wks for 2 cycles.
II-IVa
Cuietal., IC+CCRT 35 20085 2002 AJCC 2 0Gy/Fx5F/wi, primary Nedaplatin 80 mg/m® dI, The experimental group: Cisplatin 30 mg/m* dl,
2012 CCRT+AC 35 200912 stage site:68-74Gy, positive node: 66-70Gy,  5-fluorouracil 500 mg/m?, d1-3, Nedaplatin 80 mg/m’® d1 g3wk 5-fluorouracil 500 mg/m?,
m-IVk the prevention dose for neck: 54-60Gy. gq3wks for 2 cycles. The control group: d1-5, g3wks for 2 cycles.
cisplatin 100 mg/m?, 3wk
Huang et al., IC+CCRT 100  20039- 1992 Fuzhou  2.0Gy/Fx5F/wk, primary Carboplatin (AUC=6), Carboplatin (AUC=6), !
012 CCRT 100 20065  stage site:66-T8Gy, positive nodes: 60-70Gy, 5-fluorouracil 750 me/m? d1-5, q3wks for 3 cycles.
Im-IVa the prevention dose for neck 50-54Gy.  q3wks for 2 eycles.

Liang Z APJCP, 2013
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B ETHHPF IG}CCRT  CCRTH-AC Risk Ratio Risk Ratio
fudy or Subgroy ontz Tolal Events Total Wei H. Fixed 93¢ H, Fixed, 95% C|
Rl 2004 $OM 133 % 028010,0.07) i
Ruste 2011 3o W12 6% (48022 102 —i—
Total (35 C)) ) g onpaon A
Total venis 4 25 o

Heterogenaity; Chi’ = 072, df = 1 [P = 040 1= 0%

G102 05 1 2 5 10
Tesl for ovarall efect 2= 3.5 (P = 0.002)

Favours IC+CCRT Favours CCRT+UAC

Liang Z APJCP, 2013
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i Iyeasﬂﬂ IC+CCRT  CCRT#-AC Risk Ratia Risk Ralig
; 5% N, EHE 85 C|
Fauntzias 2012 A7 A B 2% 115010 188
HungEHE 6 100 A 00 H4% 076042137 i
Rusts 2011 0 14 10 16 164%  1.14[063,189 T
Total (95% CIj 186 185 1000% 0.99(0.72,1.36 "'
Tolal averls il i1

Heterageneiy: Che= 143, df=2(P =048 I*= 0%
Test for overal effact: 2= 0.07 (P=0.84)

002 051 2 51
Favours [C+CCRT Favours CORT4AC

Liang Z APJCP, 2013
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Figure 1. Kaplan-Meier overall survival (OS) and progression-free
survival (PFS) curves,

Bossi P Ann Oncol 2010
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OS according to EBV DNA value
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