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1. INTRODUCTION AND BACKGROUND

Nasopharyngeal carcinoma (NPC) is pathologicallydemiologically and clinically distinct
from other head and neck cancér&\PC is rare in USA and Western Europe. Epsteim-Ba
virus is strongly associated with NPC and non-keizhg (differentiated or undifferentiated
(WHO type Il or lll by past system)) carcinomas #re most common forms of the disease. In
addition to the Epstein-Barr virus, specific enaimzental (nitrosamine) and genetic factors
are involved in the carcinogenesis of NPC. Mogtefpatients with NPC present with locally
advanced stage, and a higher incidence of bilatecalal involvement is observed as
compared to patients with other head and neck cardceN\PC are commonly treated by
radiation therapy and chemotherapy. Radiotheraply aidose of 65-75 Gy in 6-7 weeks is
the standard treatment. The overall survival aééky ranged from 32% to 52% in past series
of patients with locally advanced stage treatedhwatdiotherapy alone and is higher in more

modern series, generally around 50-60%

Chemotherapy has been proposed to improve patisatgival, and has been used in three
ways in the treatment of locally advanced NPC: aduction treatment (induction
chemotherapy); concomitantly with radiotherapyadgivant treatment after radiotherapy and
also combinations of these approaches. In spitearé than ten randomized trials comparing
radiotherapy to radiotherapy plus chemotherapy reefthe year 2004, the effect of
chemotherapy on survival was not established. bhdeely two trials had shown beneficial
effect on survival and four on relapse-free suvide inconstant benefit on survival was
explained by the lack of power of the trials, as thee Meta-Analysis of Chemotherapy in
Head and Neck Cancer (MACH-NEY.

The meta-analysis of chemotherapy in nasopharyrgggainoma (MAC-NPC) was therefore

launched to assess the impact of chemotherapyenalbgurvival when added to radiotherapy
(RT). This international project comprised eighéls that included 1 753 patients. One trial
with a 2 x 2 design was counted twice in the amslyBhe analysis included 11 comparisons

using the data from 1 975 patients. The mediarovyelip was 6 years. The pooled hazard



ratio of death was 0.82 (95% confidence intervai 18 0.94;p = 0.006), corresponding to an
absolute survival benefit of 6% at 5 years from dldelition of chemotherapy (from 56% to
62%). The pooled hazard ratio of tumor failure eatth was 0.76 (95% confidence interval,
0.67— 0.86;p < 0.0001), corresponding to an absolute progredsemn survival benefit of
10% at 5 years from the addition of chemotherapgn{f 42% to 52%). A significant
interaction was observed between the timing of atBerapy and overall survivap (=
0.005), explaining the heterogeneity observed m tiieatment effectp(= 0.03), with the

highest benefit resulting from concomitant chemuathyg®.

Since the publication of this meta-analysis, tédrhave been conducted representing 2 471
patients. Most of these trials compared radiotherép the same radiotherapy plus
concomitant and adjuvant chemotherapy (E*) as had been done in the Intergroup fHal
Two trials compared radiotherapy to concomitant €TRT** ** One trial compared
concomitant CT + RT to the same concomitant CT +gRiE adjuvant chemotheradfyand
three trials compared concomitant CT + RT to thmesaoncomitant CT + RT plus induction
chemotherapy®*’. One previously conducted trial but never publisfiéUMCA 1l) was not
included in the previous round of the meta-analgsisause induction CT was administered in
both arms and only the concomitant CT (hydroxyu@pponent was randomized. At that
time, there was no agreement on the inclusion iafstiwith this design. This trial (509
patients) is now eligible for the meta-analysis atpd which will thereforenclude eleven

trials and 2 980 patients

An update of the meta-analysis is therefore needed order to :
- include all existing randomized trials (exhausyiyto better evaluate the benefit of
(concomitant) chemotherapy
- update the older trials to increase follow-up amaihgooth statistical power and
information on long term survival
- try and study treatment related toxicity in orderialance the survival benefit by

the increase in short and long term toxicity

The meta-analysis will be based on individual patidata® *° and will use a similar
methodology to that used in the MACH-NC sttidje Breast Cancer Overviévand the
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Prophylactic Cranial Irradiation Overviélv A similar collaborative group comprising those
involved in trials included in the project will bestablished and the meta-analysis will be

conducted and reported on its behalf.

Both published and unpublished studies will beudeld in the meta-analysis since there is
evidence that both investigators and journal eslitae more likely to publish trials with
positive result€. Basic survival and prognostic information will bellected for all patients
randomized in each study because this allows a medisble and flexible approach, a more
sensitive analysis and avoids the potential bigsost-randomization exclusith'® Updated

follow-up information will be sought which will eb&e us to report on long-term survival.
In summary, the update of this unique database wmpsovide the most comprehensive and
up-to-date analysis on the effect of chemotherapyasopharyngeal carcinoma. It should

contribute to define therapeutic guidelines andyémerate new hypotheses to be tested in

further randomized trials.

2. OBJECTIVES

Assessment of the effect of chemotherapy on overaurvival in patients with naso-

pharynx carcinoma by studying the following comparson :

Radiotherapy

¥ 3

Radiotherapy + chemotherapy

Trials comparing the same treatment strategy (conauitant RT+CT or induction CT +

RT) +/- the addition of chemotherapy (in another timing) will also be included:



radiotherapy + concomitant chemotherapy versusstrme radiotherapy + concomitant
chemotherapy + adjuvant chemotherapy
radiotherapy + concomitant chemotherapy versuss#rme radiotherapy + concomitant
chemotherapy + induction chemotherapy

induction chemotherapy followed by radiotherapyceihcomitant chemotherapy

Secondary objectives

Effect of chemotherapy on time to local, regionad éoco-regional failure, time to distant
failure, time to overall failure (at any site), sepharynx cancer mortality and non-
nasopharynx cancer mortality

Comparison of observance, acute toxicity and latecity between the two treatment
modalities

Investigation of the interaction between the treattreffect and the type of chemotherapy
(indirect comparison).

Investigation of the interaction between the treattreffect and the prognostic factors and
patient characteristics (subgroup analyses).

The trials will be included in the study of the walof progression-free survival (time to

failure at any site or death due to any causeyjasgate endpoint for overall survival

3. TRIALS SELECTION CRITERIA

All trials must satisfy the following criteria:

Trials must

(0]

0

Compare local treatment (LT) plus chemotheragyli@lone

Or compare the same treatment strategy (conconR&EACT or induction CT +

RT) +/- the addition of chemotherapy (in anotheriig).

Be randomized in a way which precludes prior kremgke of treatment assignment.

Have completed accrual beforeS8December 2010.



) Include patients with nasopharynx carcinoma (WHé&xg 1, 2 or 3)
0 Include at least 60 patients (30 patients perfarrtrials with more than 2 arms)

0 Not include patients with distant metastatic dsgea

Patients should

) Not receive prior radiotherapy.
0 Not receive prior chemotherapy.
0 Undergo a potentially curative locoregional tregm

4. TRIALS SEARCH

Data from all published and unpublished randomizedls making the above comparison in
NPC patients will be sought using electronic dasebsearching for the period 2000-2011 to
avoid publication bias®’(Medline, Scopus, CCT meta-register, Web of Scignband
searching (review articles, meeting proceedings) lay contacting experts in the field. All
trialists who take part in the meta-analysis waél ésked to help to identify more trials. Final
search was performed in June 2011. The search ime§# papers is still ongoing and could

add new trials to the list, which will be modifiadcordingly.

The search strategy used was :

1) for MEDLINE from PubMed

((nasopharyngeal neoplasms/drug therapy[MAJR] Coplaaryngeal
neoplasms/radiotherapy[MAJR]) AND (clinical trialjBlication Type] AND (random* OR
(Phase lll)Fields: Title Word))) OR ((nasopharyrigezoplasms/drug therapy[MAJR] OR
nasopharyngeal neoplasms/radiotherapy[MAJR]) ANIDi@al trial, phase lll[Publication
Type] OR randomized controlled trial[PublicationpBf OR meta-analysis[Publication

Type]))
2) For Web of Science



(TS=(nasopharyn* OR cavum) AND TS=(chemotherapycbBmoradiation OR
chemoradiotherapy OR radiochemotherapy OR radioiotigerapy OR pharmacotherapy)
AND TS=(cancer* OR carcinoma* OR adenocarcinoma* @&lignan* OR tumor* OR
tumour* OR neoplasm) AND TS=(random*)) AND Docum@diypes=(Meeting Abstract)
Timespan=2000-2011. Databases=SCI-EXPANDED.

5. DESCRIPTION OF THE TRIALS INCLUDED

Appendix A describes the trials comparing radiotherapy verad#o-chemotherapy which
accrued during the period 2000-2010 and are paigngligible for this update of the meta-
analysis. Ten new trials (2 471 patients) were tifled. According to the timing of

chemotherapy (CT), four categories of eligiblel¢riaave been identified:

Category of trial Number of |Comments

(in bold is the randomized trials

treatment) (patients)

Concomitant +/- adjuvant 6 (1 419) four trials evaluated concomitant +

adjuvant CT (1 074 patients), two trials
randomized only concomitant CT (345

patients)
Induction (concomitant in both 2 (206)
arms)
Adjuvant (concomitant in both 1 (508)
arms)
Concomitant (induction in both 1 (509) Trial (VUMCA 1) not included in the
arms) previous meta-analysis due to the

presence of induction CT in both arms.

A fifth category with one trial (Xu et Hjthat will be eligible for the network meta-analysi
was identified: trials comparing induction chemo#py + radiotherapy versus concomitant

radio-chemotherapy with adjuvant chemotherapy ih laoms



When adding the new trials with the trials previguscluded in the first round of the meta-

analysis’, the description of the trials becomes as follows.

First round of the : Total .
. 3 New trials Meta-analysis
meta-analysis™ *
update
Category of trial Number of trials Number of trials Number of trials
(patients) (patients) (patients)
poncqmﬂant +/- adjuvant or 4 (765) 7 (1928) 11 (2 693)
induction
induction (+/- concomitant in
both arms) 4 (830) 2 (206) 6 (1 036)
Adjuvant (+/- concomitant in
both arms) 3 (380) 1 (508) 4 (888)
Total* 8 (1 753) 10 (2 642) 18 (4 395)

* total may be lower than the sums of the linesalse of trials with 3-arms or 2x2 design
that can be counted twice
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6. ENDPOINTS

The main endpoint will b@verall survival, because of its importance and because of the
reliability of the data. Cause of death will becedsudied, if possible.

Secondary endpoints such as time to local faileegional failure (or locoregional failure
according to available data), distant failure, alldailure, as well as progression-free survival
and specific survival (nasopharynx cancer mortaitgl non nasopharynx cancer mortality),

treatment compliance, early and late toxicity Wil also considered.

7. DATA COLLECTION AND QUALITY CONTROL

For each eligible trial, the main investigator v asked to provide the following basic data

for survival and prognostic factors fall randomized patients.

0 Date of birth or age.

o] Sex.

0 Performance status.

o] Histology (WHO type).

0 TNM staging (if not available other staging aimy case, provide information
on classification used) — name of afecsgion system and edition used.

0 Imaging methods used for evaluation of local esiten (bone structure): standard

radiography, CT scan, MRI

Allocated treatment.

Date of randomization.

Number of cycles of induction chemotherapy reeeiv

Number of cycles (or injection) of concomitaneototherapy received.

Number of cycles of adjuvant chemotherapy reckive

O O O O o o

Radiotherapy started / not started
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Radiotherapy technique: conventional 2D / 3D oan&l/ IMRT
Date first day radiotherapy

Date last day radiotherapy

Total administered dose of radiotherapy

Total number of fractions of radiotherapy

O O O o o o

Worst acute toxicity (neutropenia, thrombocytapeanemia, febrile neutropenia,
kidney failure, cutaneous, need for feeding tubagim loss, mucositis, hearing loss,
neurotoxicity)

+ Specification of toxicity grading system used

0 Late toxicity (cutaneous fibrosis, xerostomian®mecrosis, persistence of feeding
tube after one year of treatment, endocrine dysimmchearing deficit, cranial nerve palsy,
symptomatic and asymptomatic temporal lobe negrdsismus, visual deficit, massive
bleeding

+ specification of toxicity grading system used

Date of last follow-up.

Survival status.

Cause of death.

Date of tumor failure, date of nodal failure

Date of distant failure

Date and type of second primary (within or owddidadiation field, if available)

Whether excluded from trial analysis.

o O O O o o o o

Reason for exclusion (if applicable).

Appendix B gives the suggested format and coding to sendlake to the Secretariat. All

data will be checked for internal consistency aoiscstency with trial protocol and published
report. Range checks will be performed and extreatees will be checked with the trialists.
Each trial will be analyzed individually, and thesulting survival analyses and trial data will

be sent to the trialists for verification.
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8. STATISTICAL ANALYSIS PLAN

With around 4 500 patients it would be possiblalétect, with a power exceeding 90%, an
absolute improvement in survival from 40 % to 45a%5-years. Therefore, the study will

have enough power to detect small but clinicallpamant differences. Before analyzing the
data, the analysis plan will be finalized followimlgscussion between the members of the

secretariat and the steering committee.

ANALYSIS ON THE OVERALL POPULATION

The main analysis will be performed on the endpoinof overall survival. Additional
analyses will be performed on the endpoints ofsgjon-free survival, loco-regional failure
rate, distant failure rate, nasopharynx cancer atityrtand non nasopharynx cancer mortality,

if sufficient data are available.

All analyses will include all randomized patientsdawill be carried out on ammtention-to-
treat basisthat is patients will be analyzed according to tieatment allocated, irrespective
of whether they have actually received that treatn&urvival analyses will be stratified by
trial, and the log-rank expected number of deaths aménee will be used to calculate
individual and overall pooled hazard ratios by theed-effect modef. Thus, the time to
death for individual patients will be used withinats to calculate the hazard ratio,
representing the overall risk of death for patient® were allocated chemotherapy compared
with those who were not. For comparing complianceoagicity rates, overall pooled odds

ratio stratified by trials will be calculated byired-effect model.

Nasopharynx cancer and non-nasopharynx cancer liyousing methods similar to that used
in the Meta-Analysis of Radiotherapy in CarcinoniaHead and nec® will be studied. An

unbiased, although potentially diluted, logranklgsia of nasopharynx cancer mortality was
obtained indirectly by subtracting the logrank istat for non-nasopharynx cancer mortality

from the logrank statistic for mortality from akheses (i.e., the two observed values, the two
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expected values, and the two variances are eachlrastdnl from each other). Non-
nasopharynx cancer mortality was defined as deattnewn cause without recurrence and
not considered as a nasopharynx cancer death. Nesop cancer mortality included death
of any cause with prior recurrence, death from phaoynx cancer and death from unknown

cause.

The x* heterogeneity tests will be used to test for grsigistical heterogeneity, thé |
statisti¢® will be used as a measure of consistency amoalg.tStratified survival curves will
be estimated for control and experimental groupsguannual death rates and hazard ratios.
They will be used to calculate absolute benefit2gtears, and 5-years with their 95%
confidence intervafS. All p-values will be two-sided. In case of impamt and unexplained
heterogeneity, a random effects meta-analysisbeilberformed to take this heterogeneity into

account.

SUBGROUP AND SUBSET ANALYSES
To study the interaction between treatment effect eovariates, e.g. sex, analyses stratified
by trial will be performed for each value of thisvariate. The results will then be combined
to give overall hazard ratios for male and femalé eompared by a test for heterogeneity (or
trend if appropriate). To avoid bias, only withimat information will be used for subgroup
analyses, as described by Fisher ét.al
Main subgroup analyses:
- Age (50 or less vs 51-60 vs 61+. See if a trendtexas in the squamous cell
carcinoma meta-analyse%)
- Sex
- Performance status (WHO or equivalent, O vs 1 ys 2+
- T stage (T1-2vs T3 vs T4)
- N stage (NO vs N+; NO vs N1-2 vs N3)
- Overall stage (I-1l vs lll vs IV)
- WHO histology type; (keratinizing versus non-kemaing, i.e. WHO 1, vs II-lll by
past system), probably not possible due to the immyprevalence of WHO type |

patients in the trials
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- Imaging methods for evaluation of local extensibonge structure): X-ray, CT scan,
MRI1
- Radiotherapy technique (IMRT vs 3D-CRT vs 2D-RT)

To study the interaction between treatment effect tial level covariates, subset analyses
will be performed. The methods used is a heteragetest between the HR for the different
subsets of trials. Main subset analysis will be:

- Adjuvant versus induction versus concomitant vecsugomitant + adjuvant

- Cisplatin-based chemotherapy versus nonplatin-belseshotherapy.

- Trial size

- Sealed envelop versus other method of randomization
SENSITIVITY ANALYSES

Hazard ratios for overall survival will also be @alated excluding any trials that are clear
outliers. The impact of the exclusion of theseldrian the results will be studied. The main

sensitivity analyses will be:

- Exclusion of trials comparing concomitant chemadipgr plus radiotherapy +/-
induction/adjuvant chemotherapy or trials comparinguction CT plus RT +/-
concomitant CT (i.e. trials including two differe@T timings but only one being

randomized)
- Exclusion of trials with a short follow-up
- Exclusion of patients with keratinizing (WHO typgcancer

- Exclusion of confounded trials (for instance aduditof chemotherapy but lower dose

of radiation or hyperfractionation using split ceeiresulting in the same total time)
- Exclusion of the trials including les than 100 pats;

- Exclusion of the trials for which dates of randoatian are not available (and then

only delay of survival available).

1 Depending on the distribution of the type of ifmagin each trial, a subgroup or a subset analyiiide
performed.
2 Depending of the distribution of the type of @tierapy technique in each trial, a subgroup armset
analysis will be performed.
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SURROGATE ENDPOINT VALIDATION

As clinical research goes faster, it is importantdétermine surrogate endpoints for important
clinical endpoints, which could help investigatarsd patients to have earlier the results of
ongoing research. In oncology overall survival (@S)he most clinically relevant endpoint,
but some other endpoints, such as loco-regionairéairate, and progression-free survival
(PFS) could serve as surrogate for overall surviltahas been shown in Head and Neck
Squamous Cell Carcinoma based on the MACH-NC andRMHA databases that PFS was a
good surrogate endpoint for OS especially in tila®stigating the role of chemotherdpyA

similar analysis could be conducted for nasophaghgarcinoma.

To study the usefulness of loco-regional failuréeraand progression-free survival as
surrogate endpoints of overall survival, it is resggy to analyze the data at the individual and
trial levels. At the individual level, the rank celation coefficientp between the surrogate
endpoint (loco-regional failure rate, or progreasieee survival) and overall survival will be
estimated from the bivariate distribution of theselpoints. At the trial level, the correlation
coefficient R between treatment effects (estimdigdog hazard ratios) on the surrogate

endpoint and overall survival will be estimatedhfra linear regressiéh

NETWORK META-ANALYSIS

Network-based meta-analysis, also known as mixedtrtrent comparisons (MTC), is a
recently developed statistical method that deakh wonditions where multiple treatments
have been investigated that have not been compadt@gkthe?” %2 It permits evaluation of

all possible pair-wise comparisons based on daadtindirect evidence, and ranking of the
different treatments according to their relativeicaeties. A network meta-analysis will be
performed using the trials included based on theatged MAC-NPC database which will be

divided according to the treatment compared:

radiotherapy

radiotherapy + concomitant chemotherapy

radiotherapy + concomitant and adjuvant chemotlyerap

radiotherapy + induction chemotherapy

16



- radiotherapy + adjuvant chemotherapy

- radiotherapy + induction and concomitant chemotmera

The network based on the identified trials is pnésg on next page.

Induction chemotherapy +
concomitant chemotherapy and
radiotherapy

Xu, HeCOG, Chan

VUMCA I

Induction chemotherapy Radiotherapy +
+ concomitant chemotherapy
Zhang
PWH Guangzou early stage
AOCOA PWHQEH-95
VUMCA 89 QMH coned
Japan-91
Radiotherapy QMH adj +
Ma
INT 0099
TCOG 94 NPC 9901
QMH Adj NPC 9902
NCCS01
SKLOSC

Radiotherapy +
concomitant chemotherapy +
QMH conco + adjuvant chemotherapy

Radiotherapy +
adjuvant chemotherapy

Note: the Xu trial is comparing induction chemotsr + radiotherapy versus concomitant
radio-chemotherapy with adjuvant chemotherapy inthbarms, and not induction

chemotherapy versus none with concomitant radioacieerapy in both arms.
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9. WORKING PARTIES IN THE META-ANALYSIS

In order to complete the meta-analysis successfilltge groups with specific functions have

been created : 1) the Secretariat 2) the Steemmmgn@ttee 3) the MAC-NPC Trialists' Group.

The Secretariat is in charge of the coordinatiorthef meta-analysis. It is responsible for
completing the trial register and for inviting irstgators to provide data available on
patients. The Secretariat is also in charge of kadhge processing and analyzing the data.
Finally, the Secretariat is responsible for premanieports, publications and works in very

close collaboration with the Steering Committee.

The Steering Committee will include internationatperts in the field of oncology,

radiotherapy, and surgery involved in nasopharyngaacer, and experts in meta-analysis.
The list of its members is given on the followingge. The Steering Committee will support
the Secretariat with medical and methodologicalegtige, help determine trials relevant to

the overview, and promote contact between invetstigand all the collaborators.

The MAC-NPC trialists’ group will include the inviggators responsible for trials included in
the meta-analysis. The members of the Secretarngttze Steering Committee will also be
included in this group. It will be responsible fmoviding the Secretariat with data on patients

and for discussing the reports prepared by therige€ommittee and the Secretariat.

10. PRACTICAL CONSIDERATIONS

The Secretariat, located in the Meta-Analysis Whithe Biostatistics Department at Institut
Gustave Roussy, will be responsible for liaisinghwirialists. The main database will be run
by the Secretariat. All data, updating and coroecghould be sent there. All supplied data

will remain confidential and used exclusively foetmeta-analysis.
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A meeting of all group members will be organized the Secretariat to discuss the
preliminary results.

11. PUBLICATION POLICY

Any publication arising from this project will beade in the name of the MAC-NPC Group
and include a list of all collaborators.

Acknowledgments

We are grateful to Francine Courtial for assistangareparing the literature search.

19



List of the members of the steering committee

CHAN, Anthony, MD e-mailanthony@clo.cuhk.edu.hk
Dept of Clinical Oncology

The University of Hong Kong

Prince of Wales Hospital

Shatin

HONG KONG

CHAPPELL, Richard J, PhD e-mail: chappell@biasisic.edu
Department of Biostatistics & Medical Informatics

and Department of Statistics

University of Wisconsin

School of Medicine and Public Health

Madison, WI

USA

LU, Tai-Xiang, MD e-mail: Lutx@mail.sysu.edu.cn
Department of Radiation Oncology,

Sun Yat-sen University Cancer Center,

651 Dong Feng Road East, Guangzhou,

People's Republic of China

MICHIELS Stefan, PhD e-mail: stefan.michiels@gwstroussy.fr

Department of Biostatistics
Institut Gustave Roussy
114, rue Edouard Vaillant
94 805 Villejuif Cedex
France

O’SULLIVAN, Brian, MD e-mail: Brian.OSullivan@rmphn.on.ca

Department of Radiation Oncology
Princess Margaret Hospital
Toronto

Canada

WEE, Joseph, MD e-mail: trdwts@nccs.com.sg
Department of Radiation Oncology

National Cancer Centre

Singapore

20



Appendix A: Description of the trials comparing radiotherapy to radio-chemotherapy in locally advancedasopharyngeal

carcinoma

See abbreviations on pagel4 and references in the references section (for trialsincluded in the first round of the meta-analysis, see paper by Baujat et al).

Table 1. Trials of concomitant (+/- adjuvant) chemotherapy versus none

Patients Median
Inclusion Histologic Chemotherapy Number randomized- FU
Trial (ref) period Stage type RT Dose & Duration  timing Chemotherapy Dose of cycles  analyzed (years)
NPC 9901’ 1999-2004 llI-IV WHO lI-lll  >66 Gy, 2Gy/F,5F/wk  Concomitant C: 100 mg/m?2 dj 25 43 3 348/348 2.3
Adjuvant C: 80 mg/m2 dyy g9 127 3
Fu: 1000 mg/m?/d d71.74.99-102.127-130
NCCS01°*° 1997-2003 -V WHO lI-lll 70 Gy, 2Gy/F, 5F/wk Concomitant C: 25 mg/m2/d dy.4 2225 43.46 3 221/221 3.2
Adjuvant C: 20 mg/m?/d d;1.74.99-102,127-130 3
Fu: 1000 mg/m?/d d73.74,99-102.127-130
Guangzhou13 2001-2003 -1V WHO II-lll  >70 Gy, 2Gy/F,5F/wk  Concomitant Ox: 70 mg/m? d; g 1522.20,36 6 115/115 2
NPC 9902° 1999-2004 -1V WHO lI-lll  >66 Gy, 2Gy/F,5F/Wk$ Concomitant C: 100 mg/m?2 dj 25 43 3 189/189 6
>66 Gy, ZGy/F,GF/Wk$ Adjuvant C: 80 mg/m2 dyq g9 127 3
Fu: 1000 mg/m?/d d73.74,99-102.127-130
SKLOSC® 2002-2005 llI-IV WHO lI-lll 70 Gy, 2Gy/F, 5F/wk Concomitant C 40 mg/m2 dy g 15 222936 43 7 316/316 2.4
Adjuvant C: 80 mg/m2 dy g9 127 3
Fu: 800 mg/m?/d dy71.75.99-103.127-131
Guangzhou-
early stage™ 2003-2007 I WHO lI-lll 70 Gy, 2Gy/F, 5F/wk Concomitant C 30 mg/m2 dy g 152 29,3643 7 230/230 5

¥ 2x2 trial comparing two types of fractionation (5/week vs 6/week) and the addition of concomitant/adjuvant chemo
NPC 9901 included only N2N3 tumors while NPC 9902 included only T3-4 NO-1 tumors
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Table 2. Trials of concomitant chemotherapy versus none (induction in both arms)

Patients Median
Inclusion Histologic Chemotherapy Number randomized- FU
Trial (ref) period Stage type RT Dose & Duration  timing Chemotherapy Dose of cycles  analyzed (years)
VUMCA II* 1996-2000 1II-IV. WHO II-ll 70 Gy, 2 Gy/F, 5F/wk  Induction B: 10 mg 3 509/509 NA
B: 48 mg/m?
E: 70 mg/m?
C: 100 mg/m2

Concomitant (R) Hu: 500-1000 mg / d, po

* unpublished data

(R) : randomized arm

VUMCA II: The patients were all treated by induction chemotherapy and randomized to received or not concomitant chemotherapy. The randomization was performed
before the start of induction chemotherapy
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Table 3. Trials of induction chemotherapy versus None (followed by concomitant CT+RT in both arms)

Patients Median
Inclusion Histologic Chemotherapy Number randomized- FU
Trial (ref) period Stage type RT Dose & Duration  timing Chemotherapy Dose of cycles  analyzed (years)
HeCcOG" NA NA NA NA Induction (R)  C: 75 mg/m? dy 5545 3 141/NA 2.4
E: 75 mg/m2 dl'ggy43
P: 175 mg/m2 dl'ggy43
Concomitant C:40 mg/m2 dlyg'lsyzz'ggyg6'43 7
Hui'® 2002-2004 Ill-IV. WHO lIl-ll 70 Gy, 2Gy/F, 5F/wk  Induction (R) ~ Do: 75 mg/m2 d; ,, 2 65/65
C:75 mg/m2 d1,22
Concomitant C: 40 mg/m2 d1 8.15.22.29.36.43 7 4.3

(R) : randomized arm
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Table 4. Trials of adjuvant chemotherapy versus none (Preceded by concomitant CT+RT in both arms)

Patients Median
Inclusion Chemotherapy Number randomized- FU
Trial (ref) period RT Dose & Duration  timing Chemotherapy Dose of cycles  analyzed (years)
Concomitant in
Ma™ 2006-2010 >66 Gy, 2Gy/F, 5F/wk  both arms C: 40 mg/m2 dy g 15,2220 36 43 7 508/508 3.1
Adjuvant (R) C: 80 mg/m2 d;y 99,127 3
Fu: 800 mg/m?/d dy1.75.90-103.127-131
(R) : randomized arm
Table 5. Trials of induction versus concomitant chemotherapy (with adjuvant CT+RT in both arms)
Patients Median
Inclusion Chemotherapy Number randomized- FU
Trial (ref) period RT Dose & Duration  timing Chemotherapy Dose of cycles analyzed (years)
Xu®’ 2004-2007 70 Gy, 2 Gy/F, 5F/wk  Induction C: 30 mg/m? dy.325.30 2 338/338 NA
Fu: 500 mg/m2 d1_3'28_30
concomitant C: 30 mg/m? d;.3.20.24 2
Fu: 500 mg/m2 d1_3'22_24
Adjuvant C: 30 mg/m2 d1_3yz3_30 2

Fu: 500 mg/m2 d1_3'28.30
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List of abbreviations

CT
RT
NA
UICC
AJCC
NPC
T

N-
N+
wks
d

ci

po

B
C
Do
E
Fu
Hu
Ox
P

NCCS
SKLOSC
VUMCA

day

Chemotherapy

Radiotherapy

Not available

International Union Against Cancer
American Joint Committee on Cancer
Naso-Pharynx Cancer

Tumor

Negative node

Positive node

weeks

continuous infusion
per oral

Bleomycin
Cisplatin
Docetaxel
Epirubicin
5-Fluorouracil
Hydroxyurea
Oxaliplatin

Paclitaxel

National Cancer Center of Singapore
State Key Laboratory of Oncology in South€hina
cavum (with letters in the opposite order)
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Meta-Analysis of Chemotherapy
in NasoPharynx Cancer

APPENDIX B: How to send data to the Secretariat?

FORMAT FOR THE DATA

The preferred format for the information is desedbon the following pages. However, if a different
format is more convenient for you, this should eans great difficulty as long as it is clearly sfied.

WAYS OF SENDING THE DATA

EITHER: 1. As long as it will not cause deldlge easiest way for us to receive the data is by e-
maill. We should be able to read any standard CD/BWMDyou let us know its
specification. Please accompany disk with a prinbdits contents.

OR: 2. Send a printout of from your database,féoably with blank lines between each line of
data to help us avoid punching errors), giving aghnmas possible of the information
requested on the form.

OR: 3. If you would prefer to enter the individystient data onto forms, please contact the
secretariat (tel: 33 1 42 11 45 65 ; fax: 33 1 452 58) and a pad of them will be sent
to you.

It is important when trying to achieve a synthesisthe results of many different trials toclude all
patients ever randomized whether eligible or not, whether or not they reed their allocated treatment
whether properly followed up or not. Please tryges as near as possible to that ideal (or, at lglasise
indicate where post randomization exclusions adeshave occurred), as long as to do so will niatydeu
sending us data. If it will cause a delay, therdsemwhat you can now, and send the extra infoondéiter.

Please, fill out and mail (or fax) the enclosed fon to the secretariat to facilitate data processing.

1 Our e-mail address is : jppignon@igr.fr
Encrypted data or password protected database areighly recommended

2 The preferred specification would be PC compatiGe, ASCIl Format.

26



27

Meta-Analysis of Chemotherapy in Naso-Pharynx Cancae

Suggested coding and format for sending data by ngbrk mail or floppy disk

Column Variable
2-11 Patient identifier
13-20 Date of birth
or age
22 Sex
24-26 Performance Status
28 Histology
30 T
32 N
34 M
36-37 Stage group
39 Imaging method
41 Treatment allocated
43 Induction chemotherapy — cycles
45-46 concomitant chemotherapy — cycles*

* or injections, specify

Format/Coding

10 characters
dd/mm/yyyy, 99999999=Unkmo
6 blanks (columns 13-18), 2 digitdumns 19-20), 99=Unknown

1=Male, 2=Female, 9=Unknown
For Karnofsky index3udigits, for WHO or ECOG index use 2 blanks

(column 24-25) and one digit (column 26)

1= WHO grade 1, 2= WHO grade2A\8H0O grade 3, 4= other, 9=Unknown
0=, 1=Tq, 2=Tp, 3=T3, 4=Ty, 5=Tx, 6=Tjs, 9=Unknown
0=N), 1=N1, 2=Np, 3=Ng, 4=Nx, 9=Unknown
0=My, 1=M1, 9=Unknown
2 digits needed (1, 2, 3485
1 digit (column 37) with blanks in columns 36, 9Kdown
1= Standard X-Ray, 2= CT sB8arMRI, 9= Unknown
1=No Chemotherapy, 2athieerapy
No. of cyckesived

2 digjits, of cycles/injections received
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Column Variable Format/Coding

48 Adjuvant chemotherapy — cycles No. of cyckxeived

50 Radiotherapy — technique 1=2D, 2 =3D,IBIRT, 9 = unknown

(PS: for patients treated with mixed externalbe@rhniques — enter the technique used for majorgbdine course)

52 Radiotherapy — boost 0=no, 1= brachytherapstereotactic radiosurgery/radiotherapy, 3=otH#ranknown

54-57 Radiotherapy — total dose No. of Gy, 8034 or 60.0

59-60 Radiotherapy — fractionation 2 digits, Nbfractions received

62 Radiotherapy — fractionation 1 = conventidrettionation, 2 = accelerated fractionation

64-71 Radiotherapy — Date commenced dd/mm/y89999999=Unknown

73-80 Radiotherapy — Date completed dd/mm/ygp899999=Unknown

82-89 Date of randomization dd/mm/yyyy, 99999998known

91-98 Date of last follow-up or death dd/mm/yy99999999=Unknown

100 Survival status 0=Alive, 1=Dead

102 Cause of death 0=Alive, Cancer=1, Toxiocftghemotherapy=2, Toxicity of radiotherapy=3 Cdicgtion
of surgery=4, Other=5 (including death relatedagoand line treatment), 9=Unknown

104 Tumor failure*, 0=No, 1=Yes

106-113 Date of tumor failure dd/mm/yyyy, 999998Unknown

115 Nodal failure*, 0=No, 1=Yes

117-124 Date of nodal failure dd/mm/yyyy, 999999Unknown

* Aloco-regional failure corresponds either to a patient who never achieved a complete remission or to a patient who relapsed after an initial complete remission. In the first case,
the date of first event should be the date of randomization and in the second case the date of occurrence of the relapse. If T and N failures are not available separately, please provide
loco-regional failures and specify it when sending the data
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Column

Variable

126
128-135
137
139-146
148

150
152
154-165

Distant failure (metastasis)

Date of distant failure (metastasis)

Second primary

Date of second primary

Type of second primary

Localisation of second primary
Excluded from your analysis

Reasons for exclusion

Format/Coding

0=No, 1=Yes
ddiymyry, 99999999=Unknown
0=No, 1=Yes
dd/mm/yyyy, 999939Mknown
Lung=1, Esophagustim&c=3, Colorectal=4, Liver=5, Head& neck=6,

Other=7 (specify) 9=Unknown

0= within, 1tade the irration field (if available)
0=No, 1=Yes

12 characters

Worst acute toxicity (Specification of toxicity gliag system used for each factor)

167
169
171
173
175
177
179
181
183
185
187
189-200

Neutropenia

Febrile neutropenia
Thrombocytopenia
Anemia

Kidney failure
Cutaneous

Need for feeding tube
Weight loss

Mucositis

Hearing loss

Neurotoxicity
Specify

O=grade 0, 1=gradel, 2=graBe@@ade 3, 4=grade 4, 5=grade 5, 9=missing

0=No, 1=Yes, 9=misgorgyrade)

O=grade 0, 1=gradel, 2=egPa®d=grade 3, 4=grade 4, 5=grade 5, 9=missing
O=grade 0, 1=gradel, 2=grade 2,&8kg8, 4=grade 4, 5=grade 5, 9=missing
O=grade 0, 1=gradel, 2=gradé=grade 3, 4=grade 4, 5=grade 5, 9=missing

O=grade 0, 1=gradel, 2=gradeg?aBe 3, 4=grade 4, 5=grade 5, 9=missing

0=No, 1=Yes, 9=missing

O=grade 0, 1=gradel, 2=gra@=@grade 3, 9=missing
O=grade 0, 1=gradel, 2=grade=gr&&le 3, 4=grade 4, 5=grade 5, 9=missing
O=grade 0, 1=gradel, 2=gra@e@ade 3, 4=grade 4, 5=grade 5, 9=missing
O=grade 0, 1=gradel, 2=gradé=grade 3, 4=grade 4, 5=grade 5, 9=missing

12 characters

29
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Column Variable Format/Coding

Worst late toxicity (Specification of toxicity gramy system used for each factor)

202 Cutaneous fibrosis O=grade 0, 1=gradelra?eg?, 3=grade 3, 4=grade 4, 5=grade 5, 9=missing
204 Xerostomia O=grade 0, 1=gradel, 2=gra@=@rade 3, 4=grade 4, 5=grade 5, 9=missing
206 Bone necrosis O=grade 0, 1=gradel, 2=dta8egrade 3, 4=grade 4, 5=grade 5, 9=missing
208 Persistence of feeding tube after one yeaeatment 0=No, 1=Yes, 9=missing

210 Endocrine dysfunction** 0=No, 1=Yes, 9=migsi

212-223 Specify 12 characters

225 Hearing deficit** 0=No, 1=Yes, 9=missingug grade if available)

227 Cranial nerve palsy** 0=No, 1=Yes, 9=migsin

229 Asymptomatic temporal lobe necrésis 0=No, 1=Yes, 9=missing

231 Symptomatic temporal lobe necrsis  0=No, 1=Yes, 9=missing

233 Brainstem / Spinal cord damage 0=No, 1=9Yesmjissing

235 Trismus** 0=No, 1=Yes, 9=missing

237 Visual deficit** 0=No, 1=Yes, 9=missing

239 Massive bleeding 0=No, 1=Yes, 9=missing

** give grade if available ¥ or other classification with grade



Meta-Analysis of Chemotherapy in Nasopharynx Cancer

Trial / Protocol number

Trial Publication

Name of Investigator

Address

Telephone Fax

Email

Are you willing to take part in the Meta-analysis? yes [] no []
Are the details of your trial correct? y no |:|
Is the most recent publication cited in the pulli@alist? yes[] no []

If no, please give correct details

Do you know of any other relevant trials not listedhe protocol?  yed | no []

If yes, please provide details

Is a copy of the trial protocol enclosed? yed no []

If different from above, please give details of #ppropriate contact for the collection of triatata

Name

Address

Telephone Fax

Email

Was the trial approved by an ethics committee? @ no ] If yes, please provide a copy
Did the trial have a target for patient accrual? s Ve | no [] Target:

Did the trial reach its target accrual? y! no []

Date trialopened_| |_ || | || | | | | Datetrialclosed || || || 1 ]
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Meta-Analysis of Chemotherapy in Nasopharynx Cancer (MAC-NPC)
What method was used to conceal randomisation?

Sealed envelopd_] Central telephond_| Other [_]

What method of randomisation was used in thiszrial

Simple ] Permuted Blockg | Minimisation[ |  Other [_]

What, if any, stratification factors were used?

What proportions was the trial designed to havesich arm? (e.g.1:1)

Please list treatments used in the arms of yaair(iricluding local treatment and drugs given):

Arm 1:

Arm 2:

Arm 3:

Arm 4:

Which TNM or staging classification was used?

Which performance status was used? WHO EcoG[] Karnofsky[ ]  Other[]

Which classification was used for toxicity?
Acute: wHo[ ] Nci-ctc[] Other[] Specify:

Late: RTOG/EORTd |  Other[] Specify:
Do some of the data requested be never available?

yes |:| no |:|

If yes, please specify:

What was the method used for patient follow-up? ysiial consultatiod | phone call_] both[_]
If both, , please specify:

Any data supplied will remain the property of thialist(s) who supplied it. These data will remaonfidential and will
not be used, circulated or distributed in any weat tallows access to individual patient data.
Permission for use of the | PD for methodological Research

| agree that an anonymised version of the triad di#t | supplied for the meta-analysis can be irsether
methodological research projects:

O Yes [ No

Signed Date

Please return to Jean-Pierre Pignon — Institut de @ncérologie Gustave Roussy
114, rue Edouard Vaillant — 94805 Villejuif cedex Fance
- Fax 33142 11 52 58 — e-maijpignon@igr.fr
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