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(BRCKSE 6 72 [E T OFEHER i N4

BROK A5 [ T OREERIE I NA (EENAICBE T 5 &EATIC T

KE | TAKTA
g

NCCN Clinical Practice Guidelines in Oncology
(NCCN Guidelines®), Head and Neck Cancers,
Version 1.2021 - November 9, 2020, Cancer of the
Nasopharynx(8)

AR « R
(E7-13%08E -
2 B B o
2 ROk A7)

(page NASO-B, 1 OF 3)

Induction/ Sequential Systemic Therapy
Preferred Regimens

- Gemcitabine/ cisplatin (category 1)"!
AL & LT Gemcitabine/Cisplatin |3
Category | ODHELIER TH 2,

Recurrent, Unresectable, or Metastatic Disease (with
no surgery or RT option)
Preferred Regimens
First-Line
- Cisplatin/ gemcitabine (category 1)"?

Other Recommended Regimens
First-Line
- Gemcitabine/ carboplatin™

Single Agents

- Gemcitabine™
¥ - UIBRAHE « i e LB IZ WV T
Gemcitabine/Cisplatin |% Category 1 O HELETHEHE T
& %, %7 Gemcitabine/carboplatin, Gemcitabine
HE AT v ar b LTHLESRD,
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%5)

ik - A&
(£ 71Xk -
JARICBIE O &
% ALk % 77

Y - HEICEET 2 BARPGEHE T 20,

A RKTA
D IR HLF

*] Zhang Y, Chen L, Hu GQ, Zhang N, Zhu XD, Yang
KY, et al. Gemcitabine and Cisplatin Induction
Chemotherapy in Nasopharyngeal Carcinoma. The
New England journal of medicine. 2019;381(12):1124-
35.(11)

*2 Zhang L, Huang Y, Hong S, Yang Y, Yu G, Jia J, et
al. Gemcitabine plus cisplatin versus fluorouracil
plus cisplatin in recurrent or metastatic
nasopharyngeal carcinoma: a multicentre,
randomised, open-label, phase 3 trial. The Lancet.
2016;388(10054):1883-92.(7)

*3 Chan ATC, Hsu M-M, Goh BC, Hui EP, Liu T-W,
Millward Md, et al. Multicenter, Phase II Study of
Cetuximab in Combination With Carboplatin in
Patients With Recurrent or Metastatic
Nasopharyngeal Carcinoma. Journal of Clinical
Oncology. 2005;23(15):3568-76.(9)

*4 Zhang L, Zhang Y, Huang PY, Xu F, Peng PJ,
Guan ZZ. Phase II clinical study of gemcitabine in
the treatment of patients with advanced
nasopharyngeal carcinoma after the failure of
platinum-based chemotherapy. Cancer Chemother
Pharmacol. 2008;61(1):33-8.(10)

1 4

TARTA
g

Head and Neck Cancer: United Kingdom National
Multidisciplinary Guidelines

(The Journal of Laryngology & Otology Volume 130,
Number S2, March 2016) (13)

BhEE - DR
(E 7= 1330 -
HRICBIE O b
% R & )

(page S99, last 3 lines - page S100, line 2)
Chemotherapy.*!

Single centre (level 2) studies have reported activity
with the use of capecitabine, gemcitabine and

taxanes as single agent or in combination with

platinum for second- and third-line treatments for

metastatic disease.

TAY B e TRV EHEEREIS 6 D IRIER - =k
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BROA T arThd

(page S102, lines 2-5)

Conventional chemotherapy.*?

Whilst cisplatin and fluorouracil remain the most widely

used combinations, the gemcitabine and cisplatin doublet has

also been shown to produce high response rates and be well
tolerated, and can be considered above other agents that have
higher toxicity.

Fhy B2 & AT T F O RITE NG < AR
PEH EWIBIRIETH 5

s - HE it - HEICET 2 BARMREEIT R0,
(F 2T -
AEIZBEED b
% FL A FT)
HA NZ A4 | *1 Chua D, Wei WI, Sham JST, Au GKH.
D AR HLFR ST Capecitabine Monotherapy for Recurrent and
Metastatic Nasopharyngeal Cancer. Japanese
Journal of Clinical Oncology. 2008;38(4):244-9.(14)
*2 Zhang L, Huang Y, Hong S, Yang Y, Yu G, Jia J, et
al. Gemcitabine plus cisplatin versus fluorouracil
plus cisplatin in recurrent or metastatic
nasopharyngeal carcinoma: a multicentre,
randomised, open-label, phase 3 trial. The Lancet.
2016;388(10054):1883-92.(7)
fii %
ME | A RNTA
g
e - R
(F 72 13%h%E -
R BE D B
2 GRS PT)
s - H&E
(F7 3R -
HEIZBEED b
2 SRS PT)
HA RTA v
D AR LG
&
LE | A FTA
g

BhEE - DR
(E 7= 1320 -
HRICBIE O b
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1 4

3. BENFITHRDLENIORERILEK « fREFIZHONT
(1) BEAED RGARR, RYEREREBRTEITFR D AR E L TO®mAIRTL

<ICHRORRSR ST i ORFFASCHR BRI SE) . MR AR . SCHR - pE 5 0 E B

H DAL 5 >

NFRICERIE PubMed (2 THESR L7o, BSRIFEH] - 2020 4 11 A,

AN

1. ((gemcitabine) AND ((nasopharyngeal) OR (nasopharynx)) AND ((cancer) OR
(carcinoma) OR (malignancy) OR (neoplasm) OR (tumor) OR (tumour)))
Result : 130
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2. Limits : Clinical Trial
Result : 39
3. Limits : Randomized Controlled Trial
Result : 11
ETHE
BMER1ICED2MBE T &7 130 33X D 5 B, [Clinical Trial] 2%
39 # . [Randomized Controlled Trial] 2% 11 #@XCHiH &7z,
Randomized Controlled Trial ® 9 & CTHIAHRER L 3 faCTH D | 1R
1R AT HE 7% L WREANE |2 %3 5 GEM+CDDP 3 AL FEIE DR L2 2 .
RIBIN 72 EWRATERE 1C %4 % GEM+CDDP O LN 1 B Th - 7=,
F 7z, Clinical Trial ® 9 &, RG22 RIHERERE 239 5 GEM Bl
BIEOFENHRBEN 1 EH -7,
MZ T, %“GHEBOIETIED 20, EREEZ AT 2 LHEE ST
LY ATTF RV A LIz HE 2BV T, GEM+CDDP
RIEOFHAMEEZ R L 1IE MG SN TEY, BEEEZEZ LN,
IhoitsE (HEOISPWT2E., HIEEOIZS W T3 E) &, %
M7eimX s LCRt#i4 5,

<HFHMZ I T D EE IR R >
O ERWHBEEEIZ3 T D IRIGIREATZ OMBRIE L L To Ay 2 v omE
2/D 5B, GEM+CDDP IZ X 2B AMEFIFEDOFEARIEL - 1 FiZTB W
T. GEM 2z & L MEFFEEDOF AN RENTWD,

1) ZhangY, Chen L, Hu GQ, Zhang N, Zhu XD, Yang KY, et al. Gemcitabine
and Cisplatin Induction Chemotherapy in Nasopharyngeal Carcinoma. The
New England journal of medicine. 2019;381(12):1124-35. (11)
(NCCN Guidelines Version 1.2021, Systemic therapy for nasopharyngeal
cancers reference No. 1)
s WFGETTIE - Bl LA BEE 2 Al P O AR AR
« XF5 R PTHEAT LIHEERE . stagell ~IVB (9 H UV RHi#RE &2 iR D 72 0 7R
EEMREE U 27 DRSO &2ER<), MikERIIC I AT LIRS & Ak
INTNDHD
CJEENE 8 ALRRERETIE. GEM+CDDP O ffH##E (GEM 1 g/nd.
dayl,8+CDDP 80 mg/ni, dayl & 3 ¥ Z & (2 3 [mIfE 0 Kd) %8 A[(LFFE
& L ThifT# . CDDP fif AU ##9% L (CDDP 100 mg/nd . day 1,22, 43+ K
BRIRiE T0Gy) 2SHEAT ST, ARHEREREE Tk, CDDP OF HRH BRI A D 22 23
Tl
SRR T R AB0EGID D B 242 BN E AL ARIEREIS 238 B IRETIREEHE
(ZEID AT Sz BB ERIERE L RERREEOIRRIRIT T T, 3 F
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e H K A BN S 78 85.3% vs 76.5 % (hazard ratio [HR] =0.51; 95% confidence
interval [C1] =0.34-0.77) . 3 F2E(FHIE D 94.6% vs 90.3% (HR =0.43, 95% CI
=0.24-0.77) TH YV, WTH LEAMEFRIERENARICENL TV, a8
DT, 96.7% D BE N E AL EEIEEZEX LTc, 7L — R34 OFEELRIT
AL FEHIERED 75.7%, EEAEIRERED 55. 7% D i, B AL FRIERE
TIXAF BRI« /gD - i - ol - IEEO RN E 2o T,

- R RPTEST BEIREARE (2% L C. GEM+CDDP (2 X % 8 A bR AT
CDDP ff b 2 il S B o B IR IC % L ¢, A EICEERAFHM B &
O ZIERE LT,

2) TanT, Lim WT, Fong KW, Cheah SL, Soong YL, Ang MK, et al. Concurrent
chemo-radiation with or without induction gemcitabine, Carboplatin, and
Paclitaxel: a randomized, phase 2/3 trial in locally advanced nasopharyngeal
carcinoma. Int J Radiat Oncol Biol Phys. 2015;91(5):952-60. (15)

- WRIETTIE ﬁf’ﬁ%ﬂ:tﬁﬁi’éﬁﬂ/ﬂl*ﬁ B
- RF G R AT HEAT LB L T3-4NxMO b L < 13 TxN2-3MO., A% (Z World

Health Organization type2,3 O D

CTRENE  BAMEFEEIERETIE, GEM+ A VAR Z F 2 (CBDCA) + /%7

U &%t (PTX) OfFH#E (GEM 1 g/mf + CBDCA area under the

concentration-time curve 2.5-+PTX 70 mg/m . dayl,8 % 3 # = & |Z 3 [Al#k D &%

29) ZE AL & L ChE{T%. CDDP fﬁﬁﬁﬁﬁz%ﬁ%fé(ﬁ (CDDP 40 mg/

i, weekly, 8 # F£ T+ M #R IR E 69.96Gy) 21T & 7z, HEUERIRRE Tl

CDDP {if B B IE D H 3T v Tz,

- R ﬁﬁﬁiﬂ“% LRI IT2 JEBID 5 6 86 Bl AN E AL FHRIEREIZ . 86 1

DEEHETR IR ICHI O AT b iviz, B ABFIRER SR ERREETENE N,

3EEELFE i94 3% vs 92.3 % (HR =1.05), 3 FMEFH I AFESIE 74.9%

vs 67.4 % (HR =0.77) . 3 FIER R ARG 1L 83.8% vs 79.9 % (HR =0.80)

THH, WTNbAEEZRD RN, ﬁ/}i@h’)b\f\ AL FIRIERE

CHEEIRERE T EN TN, 7L — R 3,4 O HMEREAD Y 52% vs 37%. A HEK

WD DS 24% vs 12% & B MMEFARRIERE T L 0o 123, 7 b — K 3,4 O 2EHUH

MEEAEFRICABETRO R o7,

- S RPTHEST RIS I K95 GEM+CBDCA+PTX 12 & % 8 A{b 229 ik

X, Y AT T F U OHE SRR BRIEIE ST 5 EREIR RS o T,

Q@ BmRECITZERERZ AT 2 LHEEICB T 527 A2 B o@iE
—iIBHE & L CO GEM+CDDP %k & SFU+CDDP ik & b L7z 1 R I2EH
W, GEM+CDDP #iEOFHMER RSN TWD

- ML

—KIBH & L CD GEM+CDDP ik & SFU+CDDP ik & bk L7z 1 RiZH

20



IV-122

W, GEM+CDDP JEOHF AN/ REINTWVWD,

Fio, 7T FFEERGUEO EHIEE ST S GEM HAMUREE O T AR
IZBWT, BRIEIE 43.8% L. “RIBRELUBEORNIE L L TRIFR2RIDNE
ARMEINTN D,

Mz T, EREBEEAET L LRHEREICHTD 5 DDV ATITFUramaLy
A 2% U721 AR EHC B8 T, GEM+CDDP X, 5 FU+CDDP ¥ L O}
PTX+CDDP LA CHEHTH D Z ERHEIN TS,

1) Zhang L, Huang Y, Hong S, Yang Y, Yu G, Jia J, et al. Gemcitabine plus cisplatin
versus fluorouracil plus cisplatin in recurrent or metastatic nasopharyngeal
carcinoma: a multicentre, randomised, open-label, phase 3 trial. The Lancet.
2016;388(10054):1883-92. (7)

(NCCN Guidelines Version 1.2021, Systemic therapy for nasopharyngeal
cancers reference No. 14)

- WEFEDTIE - Sl LR HE AR 2 (b s B TLAH R

- X8 BRELILERER AT 5 LR

TRENE ARBRIAERE L L C GEM+CDDP #7%: (GEM 1 g/ni. dayl,8+CDDP
80 mg/mi, dayl & 3 Z &), FEYEVRIEAE L L C SFU+CDDP 1% (5FU 4 g/
m. 96 FEf /) TH 5 +CDDP 80 mg/m', dayl Z 3 Z &) 2MThiiz,
cHER 2362 10 9 B, 181 28 GEM+CDDP BElZ. 181 fiA% 5SFU+CDDP
BEIZEI D £ 572, GEM+CDDP £f & SFU+CDDP BED Lhlg iz B¢, 33
FHBTEE CTH D ME R P RAEIX 7.1 » A vs 5.6 » A (HR =0.55, 95% CI
=0.44-0.68; p<0.0001) & . A= IZ GEM+CDDP BB W THEN TV, £1F
HAR B IX 29.1 » H vs20.9 » A (HR =0.62, 95% C1=0.45-0.84; p<0.0025) .
ZRNHRIT 64% vs 42% (p<0.0001) & [FIEEIC GEM+CDDP #E23MEL TV e,
LMD FEARIZ BT, GEP+CDDP B TIiL 7/ L — K 3,4 ® A M ERJED - i
BRI - i R 23 % < A B AL, SFU+CDDP B Tl RN £ < R sz,
HELH EF 5L GEM+CDDP # D 4%, SFU+CDDP BED 6% T, A EF G
X 2 1R¥E IR GEM+CDDP B D 3%, SFU+CDDP BED 8% CH Hiv7z, 1RIE
BLEAEIT W TN OB THLRD o T,

R R ELIEREREEZA T 5 EWHEERE I LT, GEM+CDDP ¥k
I% SFU+CDDP ik & bl L C, AEICEREAFHMRZ TR LT,

2 ) Zhang L, Zhang Y, Huang PY, Xu F, Peng PJ, Guan ZZ. Phase II clinical study
of gemcitabine in the treatment of patients with advanced nasopharyngeal
carcinoma after the failure of platinum-based chemotherapy. Cancer Chemother
Pharmacol. 2008;61(1):33-8. (10)

(NCCN Guidelines Version 1.2021, Systemic therapy for nasopharyngeal cancers

21



IV-122

reference No. 26)

- WRFE VA - BAMiER . 55 I AHERBR

X T T FFRIEROS L, #IT (AT —VNV) EREEREEEE T
% b A SE

- JRENAE  RBEE & L C GEM BEEE (GEM 1g/nd, dayl,8,15 % 4 i
Z&) BT,

CHRER 2R BINKRRBRICERE SN, IRFEDREEDRG L 727 30 B
D 95 B 14 {575 partial response, 9 575 stable disease, 7 57 progressed disease
Thh, 2EDEEIL 43.8% Th o 7o, MHEHELIM P LEX 51 » A, 2%
FHIM P RAEIE 16 » HL 1 AFEEFERIEIE 67%., 2 FAEFEIEIL 12% Th -
oo 7L —R3LEOREFERGRIT34.4% TRO LILIZH, @%%@%i%%
STV,

R T FHIREROH T LR IR REE A A T 5 RIHEERE S L
T. GEM HMREIE I A THAEFLZOL R WRKETH 5,

3) Jin Y, Cai X-Y, Shi Y-X, Xia X-Y, Cai Y-C, Cao Y, et al. Comparison of five
cisplatin-based regimens frequently used as the first-line protocols in metastatic
nasopharyngeal carcinoma. Journal of Cancer Research and Clinical Oncology.
2012;138(10):1717-25. (6)

(NCCN Guidelines Version 1.2021, Systemic therapy for nasopharyngeal cancers

reference No. 13)

- BRFE DT BRI R

kPG IR E LTV AT T FUER VYAV ERITI N, ®HIRES
AT 5 FHERE

CTRENE VAT TFUEARALY AL LT, GEM+CDDP, 5SFU+CDDP,
PTX+CDDP., PTX+CDDP+5FU, bleomycin+CDDP+5FU ?® 5 > ®D L ¥ A v 3
WHNTED, ZNLOENER STz, TRENLDO LY A U OFEMILL
To@EY Thsb, GEM+CDDP : GEM 1g/m’, dayl,8+CDDP 80mg/m', dayl %
3 Z &, 5FU+CDDP : 5FU 1000mg/m/H . d1-5+CDDP 80mg/ni, dayl % 3
3 Z &, PTX+CDDP : PTX 175mg/ni d1+CDDP 80mg/ni, dayl % 3 Z &,
PTX+CDDP+5FU : PTX 175mg/m d1+CDDP 75mg/m % d1-3 (243 & 5. dayl
+ 5FU 750mg/mi/H ., d1-5 % 3 i Z &, Bleomycin+CDDP+5FU : bleomycin
15mg/nt, # 2 [Al, #7E+CDDP 75mg/ni % d1-3 (243 & 5-+ 5 FU 750mg/ni
/A, d1-5 &3 T &,

CAEA AR 82 JEBIN R L Mo, BUEIGIZE W T, GEM+CDDP ¥ Xk
N PTX+CDDP+5FU (%, CDDP+5FU ICEE L THBEICEN TV, — 5T,
HEAFHMB L OC2EFYRIC OV TIEX, 5 2OL YA O THEZEIT
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RO oTo, HEFRRIZOWVWTEL, 7 b— K 3/4 OFHFERBD Nt %<
B LI, FOME X PTX+CDDP+5FU JIE TR b Z o7z (B L%
VIEIZ, 16%. 21%. 31%. 61%. 39%). 16 BIESEDS TPF L% 172 3%
DIEFITHED LI, TOMDOL TV A L TIERD Lo T,

- f&# - GEM+CDDP. 5FU+CDDP. PTX+CDDP (W1 b A H 2D A A D
HDHLITALTHD,

< BRI FUT 5 R SR

ENTIE., AEOFE - AROIEMAE S NARME L L. BT LixsE
B E T IRIE R EE A BRTEAE IS B B AR SCIKIT A < . TR ULEIBIES &
A5 IR IR D IAR IS T DAE GRS 1 Wb - 7o, BRI
WTIE (5) (BN DA C o B R SR BR sl sl B VB BR 6 F 52 08) 0
HCHikT 5,

WICH-GCP HHLO BRI ICO>WTIX, TOFREMT D2 &,

(2) Peer-reviewed journal DR, A % « 7 F U T ZEOHEIRD

@ WA EEE (2 D ARIBIR AT OfBRIE L LTO T L2 Z B DR
MAEOIZE LT, R I 28 AFRIECZONWTORE - TF Y &
ANTFRO 1 ERE S, 7272 L, ik GEM+CDDP #5122 T ? phase3
HRADBHERINDIAO@MILTHY, BELIT T o ANELR D ARk
NHDHEEZLNTZ, &HTD 2020 2R E STz stagelV EMHEERE X T 5
peer-reviewed journal D#FH TlX. GEM+CDDP HEiENEIRE D —> & L THL
D EFohnTWnWaed, HOETRRICRT,

1) Yuan C, Xu XH, Luo SW, Wang L, Sun M, Ni LH, et al. Which neoadjuvant
chemotherapy regimen should be recommended for patients with advanced
nasopharyngeal  carcinoma?: A  network meta-analysis.  Medicine.
2018;97(34):e11978. (16)

S T, BRI 29 5 8L RIEICBIES 5 31 RO BEAER L

RBRICOVWTDOYRATIT 4 v 7 LEa—Thb, LUHEREOEAMESRE

(T, 2 < OB TR/ ACE S SR ERRE IS L TAFRIG 2 It R L7 &

EINTW5, 77 FFRAEZR O 286 L <L 3 FOFHBIENTRY L

5% T, GEM+PTX+CBDCA fFHBEIEIE 1 FAAFEHI SISOV T, GEM+CDDP

WAEIZERDRICONVT, TROBEDRZRO L LEHSIATWD

2) Ng WT, Corry J, Langendijk JA, Lee AWM, Mikitie A, Mendenhall WM, et al.
Current management of stage IV nasopharyngeal carcinoma without distant
metastasis. Cancer Treat Rev. 2020;85:101995. (17)
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StagelV ENHEARE IZ KT 2 FE LI OREEICOWTE LR TH D, &
MEFRRIEIZBE LT, FEAFEALEHAL VAT A I EVER LU A
VIZHLT—EBLTORMEONIERICHLI b DD, FEZXFELEZET
SAHIPFH LD A U TIIFFICHEERSN BT dfESNTEBY, FAavH
EUERLYAVITEAMEFERESE LTOBRBEO—>THDILEENTW
5. Fio, BUEEITH O RFTET LHEEE ISR T 2RI T,
GEM+CDDP 12 X % 3 AL PR S0 GEM+PTX 12 X A FRIBTEIE % O A Bh b F 515 3
FRAEH LRt STV D,

@ IRIEAREes FWHSEBICBIT A X LAY X B DOk
AEOIZEE LT, BIEARREZ EHEEREIC X T 2 —IRIBEIZHOWT, Tt 1 &
DAH « TF VI ARKREBEINT,

3) Ma SX, Zhou T, Huang Y, Yang YP, Zhan JH, Zhang YX, et al. The efficacy of
first-line chemotherapy in recurrent or metastatic nasopharyngeal carcinoma: a
systematic review and meta-analysis. Ann Transl Med. 2018;6(11):201. (18)

HREELITERESE 2 AT 5 LRSS T 5 —RIEFERIEZOHDTO T A

TRT AV LE2—BIORAZ - TFIUTATHSL, HHNHRAE 14K X

OB IMARGER 2 b 5F 973 BINENT B & 7r o7, 5FU+T T F T B5H

GEM+7 T FF 8| & %4 %88 H+7 F F 8| =FI0F LD 4 TEHE

DV PANIOE M PITON T, ZHFHRIEIZEBNR2BHRICEND

OO, B B TH%ITZ GEM+T 7 F ARG L OX 4 0 REH+T T

FFRANE D Z L d oo WA SN T WD, i, BEAER L TFH R

THAES LTV D LY A X GEM+CDDP DA THh 5,

(3) #HBEF~DOEENIRRK & L TORRBIRN

<WpSM T F 1T D BB E S >

1) Devita, Hellman, and Rosenberg's cancer: Principles & practice of oncology (11th
edition.) p.550 (19)

Practice of Oncology/ Cancer of the Head and Neck/ Nasopharyngeal

Cancer DIEIZHB VT, ” Gemcitabine is active in nasopharyngeal cancers,

and combinations including it appear promising, with response rates

exceeding 70%.”7 LRI TW5H,

<HAEIZBIT 2HPEHEE>
1 )What's New in Oncology 23ARE T v v v ¥ V74 F 5 4k p.35 (20)

EWHEE DS A Din R, EREE P HRMRNAL 2 A T 25 G DOHICE W T, "2016
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IR E I N =% - BN EWEAA IS 3 —RREEYEEL LTo
PF ik & CDDP+Gemcitabine (GC)#% ik % MLz U 72 55 111 MHEABR © 1, R 25
MiIEH <& 2 M8 EmAFIAR (Y fE: 7.0 » A vs.5.6 » H,HR 0.55, 95%CI:
0.44-0.68) 1 fl 2, &= A= fFHAR (sprgafili: 29.1 # H vs.20.9 » H,HR 0.62, 95%CI:
0.45-0.84) ° Z xh & &4 (64% vs.42%) TH GC BEIPEEICRIFTH - 72
(7).Grade3/4 OHFERRIC OV, FHiFENEIT GC BHEHTHERICS { MK
& PFIREHCHREICS o 72. 2N b > T, 2 DERNDO —RBEE LT
X GCEEMEMRIRE L TARINT WS 277 LB CARics T

MHEE S A X4 5 GEM OfRFGEIGICIEE > TWwawn." EHsnTcns,

(4) PRI EOBDIETA KT A o ~OFLHIRD

<WIMNZB T DHA RT7 A &>

1) NCCN %A K7 A >, Head and Neck Cancers, Version 1. 2021 CKI[E) (8)

@ LRI OARTGIRIR IS 1T 2 AL 2L & L T, GEM+CDDP |3
CDDP+DTX+5FU & iff 5 category 1 & L CHEREX LTV 5,

@ RIRIBHE AN HE7e EIHIRREIC %9~ % preferred regimens & L T, GEM+CDDP
IZME— @ category 1 E L THERES N C WA, £72, RIHTA RTA D
other recommended regimens & L C%H., —RIGEDEM & LT GEM+4 /L
RS T F o, HAEEE LT AR I TWD,
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National T 3
- Horensive NCCN Guidelines Version 1.2021 oG Guiinga g
NSl Cancer e
ohigali® Cancer of the Nasopharynx Nscussn
SYSTEMIC THERAPY FOR NASOPHARYNGEAL CANCERS
« The choice of sy therapy should be individualized based on patient characteristics (eg, PS, goals of therapy).
Induction®/Sequential Sy ic Therapy Recurrent, Unresectable, or Metastatic Disease
Praferred Regimens (% 1 sspeeyoe KT eptin)
b y 1)! Prefarred Regimens
ommowows—su (moqmaoc ) First-Line®
y 1 for EBV- category 2A for .G \gers { y 1)13.34
nen-EBV-associated disease)2 4 < S
Other Recommanded Regimens Qther Recommended Regimens
’ cuptauns-ﬂﬁ First-Line® Sutsequent-Line
y + Combination T « Imenunotherapry
’ Dooolaxoﬁclspbm (wnouy 80 » Cisplatin/s-Fu*s » Nivolumab if praviously treated,
» Folowing induclion, agerts usad with concumn( aysumk: . Cbtphlin or carboomvv mcumm o melastasc nonmno
therapy'RT ypicaly inchide weekly cisplatin’ or carbop! [\ gory 28)2
' cmmmrm.wmo's » Pambrolizumab if previousty ¥eated,
» Gemcilatvsra/carboplatin PO-L1-posiive, recurrent or melastalic
Sy Therapy/RT F d by Adjuvant Chematherapy | |- Singie Agants dssase (category 28)%
» Cisplalin!®.20
ﬁm ﬂmlm__ by cisplatin/S-FU' b Cwbmliﬂﬂﬂ
Other Recommended Regimens = » Damcmeu"“‘
+ Cispiatin + RT followed by carboplatin/s-FU » 550
+ Clsplatin + RT without adjuvant chemotherapy (category 28)" » Metholrexate 1625
uammmumm » Gemcitabere™
1t may be used as an » Capachabine?”
nnemanvo
+ Carbank « RT foll 4 by Itin/s-Fu8.12
Subseguent-ine
» Pambrolzumab (for TMB-H tumors)**

“The categories of evidence and consensus for induction tharapy vary depending on sito. {560 dicase sgediic Win b the Haad sod Neck Tabile of Coolents)
U1t not peeviounly used, these regimens may bo considernd 1 subsagquentlines, as other moommendod rogimens.

Note. A1 recommendstinre arv celegary 1A uthess alterwise isdceted Reforences
Chroeal Trink mwmuummd-,m—nw-uumm Panipanon in chricel Wialy Is especialy srcowraged NAS

Wernn | 05T 1LNGE T BN M D brain S W™ (NCTW 88 2 - @) L e s g @ S pmetaee o NN 'OF’

2 ) European Society for Medical Oncology (ESMO)H A K A . 2012 (ERJH)
(21)

2012 FEORHTITHHD., BRELITEREREZ AT 5 EHERICK LT,

VAT TFUNK BRI N D EAK L D — 5T, other active agents & L T

TAhVEE PR SINTWVWD,

3) United Kingdom National Multidisciplinary Guidelines. 2016 (3%[E) (13)
BRELCITIERIEERZ AT 5 LIHEEREIC T 2B MBEMELE L LT, Sk
b Ik < W B Tuviz SFU+CDDP #i& ik & AT, GEM+CDDP J#{E D 45 i
SNDEEENH D, Flo, ZIEED LT =ZRIBEOIEF L LT, 7Ly
ZEURBEABED LIET 7 F /AL O HIFEETERIND L S
nTwns

<HRZBIFDLHTARTA %>

1)  UHSHERRE DS AEPIRIET A X 2 B2, B ARBEKEESE S W (p77-
78) (22)

[CQ4. F% - #infs LWHBEEE 2% L CIMIIE TSR SN D002 ) 1280V T,

TEHOBY AFNZHOWTIRH SN TV 5D,

B3 - 58 BIHBER IS 2 —IREMEILE LA L LT, 77 FF0EH

2 KU IRIE DR IR R CH D, 2012 FFIZENE TOFNMHARBRTHE L &

26



IV-122

Iz

LT &7, OCDDP+5FU (PF) &%k, @PTX+ CDDP (TP) #ik., ©®
PTX+CDDP+5FU J% £, @BLM+CDDP+5FU %75, ®GEM+CDDP (GP) &%,
DSODVL YA F R Ul REIBL 7% 50N (N=822) DR N #HE S
iz, (FFR%) PFEIE, TPIEIE., GPIERIEIT W T —RIEMEILEL U A b
LCAHBERSIT T D, (T 2016 4FI2 GPIEER 2Nk TO L7 LEE
YEJRE CTH D PERIE L HELB LT v ¥ MMEEIARE (N=362) Ot %
MG ST, (P b OREREZ T, GPIRIEN I - 58 FIHEEEIC
RTLH —REYRIEOEEL A EZ NS, L L, A THEF 2018 4
4 AFFACC EMHEARE I GEM OfRBREH X722 <. #E3kEFB 0 PF EIEDIERE L
AVELTHHINLTWS,

(5) HENRIZHR DA TORRKR B GR & OB AR H 3288 (B (1) L4t
W

< i R e R A >
RKIIZB T DM & ERRBRIZ 2 STV R0,

< Bl R A S8 >

1) Enokida T, Uozumi S, Fujisawa T, Ueda Y, Okano S, Tahara M. Gemcitabine
monotherapy in patients with heavily treated nasopharyngeal cancer: a case series. Int
J Clin Oncol. 2017;22(6):1009-14. (23)

A TOMMARBRE LT, 2 LU A L EOWREREZAET L H% - B8 LK
GEPE X3 D HAPRE & LT GEM & W TRER O % F R Nl E ST
W5,

MR LR 8BID S B 6 BN =RIGHE. 1 B URIEHR. 1 B2 ILikib
L LT GEM 800-1000 mg/mAZfiH I T\, {RIFEHFEE LT 1 T
complete response. 1 {5l T partial response. 4 4 C stable disease iR
B, REZNIFIT 26%, B HIEZE L 75% T %otoﬁé@kbf 7v~b
3 OB MEKIEA DY 38%, 4FFERIA DS 50%IZFED B AV, 1R BEE AL T IEER
Wi ole, ThaxiF T, GEM BAREIIER O 2T FRIERREZ A+ 5 H
ANZBWTHEBRMERH Y . AHRAEENS D LiimST o TnD

(6) Eito (1) 6 (5) ZEFEARTLBEBLADZYEPEIZHONT

< BEEBEE - ROV T >

AAENT, RIGHIRRICEB T 28 ML PEE, BRELIIREREEEL AT HIE
BlZxt T D BEAMALFREO T RICE W TH, FBIAHRR A HEN RS
NTEY., ERHEEEERICBITA2EWVWIET VAL~V EAL TS, 2

%13 C.NCCN A RT7A4 2, ESMO HA RI A4, EEHA RTA4 I FN

27




IV-122

TSN Ty, AEREICID2ADEITIEFEE EON M E W LT
HLELXZRWEEZ D,

<HEEHE - HEIZS>WT>

WEGERE BT A AR R BR IS B W T, A HE - HEIZZL 0BE
T, ORIGIRHRIE O PFIEIZB VT 18] 1000 mg/m, dayl, 8 & 5% 3
W eI E, QBB EITEREERZH T 5 LHIAEICH WV TIE 1000 mg/
m, dayl,8, 15 EZ 4T LITKE., &SN TWD, T HIEARMR TR
TEORE - HEE L TARIN TV LD LREETHD, T/, LA
FESCHME 7 DT EICZWERTH Y (24), KREFEEKRBROZ < NHEE
IR 7 T EZ R LIIThT WS, KI5 B R ES 1ZR S
NTWDHDD, WAMNERRER O GIER & O NFEZEITD b D &E %

oo 2O LIEREMNDS, AFNT—CEOREMEFERNEBINTWD EE X,
ML - HEZRELE T L L2 Y Ll LT,

<FERBINLE DT DN T >

GEM 1% Bk U785 o KR RBR O MG S . LIHEBEBEICB T 55
WIZ BT AL EA L, HEORBRELSIOBZETA NI A4 BT
LHIEEREIRR L LT ES T O TWS, TR &%) T, Japan Clinical
Oncology Group (JCOG)EHSAIEL#E 7 )V — TS Mliik CTIT->7-7 > 77— K T,
24 fERH D4 24 FERE D GEM 23ME A AT EE & 72 o 7o A I AR SE A o ffi 23 FiL
AEND EDREENG LN, RHEREIIABICBITOHDETHL T &M
5. FEMOEAITIBOEND OO, RREIG E o HAOERITRKE W
EEZLND,

4. FEhid XEHBROME L £ D HIER

mEtEi ) 2R e LT, HEQ EWIRE RIBTREAT#% O Bb kI
BE L Cid. MRIRTRE I REZR R AT HEAT EWRHEEIE 2 %F 4 & L C. GEM+CDDP % i A
bk E LCTHWRIM X BRRBRZ21TY) 2 & RBE I D, £-. HiEO
MR EITERES A A3 5 EMHEERE 2B L CiX, GEM+CDDP % L < (X GEM K
REEORTA E WRRBREZIT) 2 ERAREET LWEHTIEH D, L, E
R I AT IC B W TAabETh Y | BRRRBOEFEMINETCHL Z &
WHER SN D, THDERAERLOZYSME) ICREO LB | g aEHIT
FHEFICRONTER T DR BEEA, LIHIAR IZX T2 GEM BT A FH
EAEFELLL, BMNMTEETAREIRABREIRZNEZ I OND,

5. 5

28



IV-122

6. 25 Lk—%&

1. ENLB AT v — DB AERY — B2 TR RS - #gt) (REDABE)
2020 [Available from: https://ganjoho.jp/reg stat/statistics/stat/summary.html.

2. HARSBESE D 7o RERE 2017 FE Y ZIEH O ®EEE 2020 [Available from:
http://www.jshnc.umin.ne.jp/pdf/HNC 2017report.pdf.

3. Wei WI, Sham JST. Nasopharyngeal carcinoma. The Lancet.
2005;365(9476):2041-54.

4. Sun Y, Li WF, Chen NY, Zhang N, Hu GQ, Xie FY, et al. Induction

chemotherapy plus concurrent chemoradiotherapy versus concurrent
chemoradiotherapy alone in locoregionally advanced nasopharyngeal carcinoma: a
phase 3, multicentre, randomised controlled trial. The Lancet Oncology.
2016;17(11):1509-20.

5. Al-Sarraf M, LeBlanc M, Giri PG, Fu KK, Cooper J, Vuong T, et al.
Chemoradiotherapy versus radiotherapy in patients with advanced nasopharyngeal
cancer: phase III randomized Intergroup study 0099. Journal of clinical oncology :
official journal of the American Society of Clinical Oncology. 1998;16(4):1310-7.

6. Jin Y, Cai X-Y, Shi Y-X, Xia X-Y, Cai Y-C, Cao Y, et al. Comparison of five
cisplatin-based regimens frequently used as the first-line protocols in metastatic
nasopharyngeal carcinoma. Journal of Cancer Research and Clinical Oncology.
2012;138(10):1717-25.

7. Zhang L, Huang Y, Hong S, Yang Y, Yu G, Jia J, et al. Gemcitabine plus
cisplatin versus fluorouracil plus cisplatin in recurrent or metastatic nasopharyngeal
carcinoma: a multicentre, randomised, open-label, phase 3 trial. The Lancet.
2016;388(10054):1883-92.

8. Network NCC. Head and Neck Cancers(Version 1.2021) 2020 [Available from:
https://www.ncen.org/professionals/physician gls/pdf/head-and-neck.pdf.

9. Chan ATC, Hsu M-M, Goh BC, Hui EP, Liu T-W, Millward MJ, et al.
Multicenter, Phase II Study of Cetuximab in Combination With Carboplatin in Patients

With Recurrent or Metastatic Nasopharyngeal Carcinoma. Journal of Clinical Oncology.
2005;23(15):3568-76.

10. Zhang L, Zhang Y, Huang PY, Xu F, Peng PJ, Guan ZZ. Phase II clinical study
of gemcitabine in the treatment of patients with advanced nasopharyngeal carcinoma
after the failure of platinum-based chemotherapy. Cancer Chemother Pharmacol.
2008;61(1):33-8.

11. Zhang Y, Chen L, Hu GQ, Zhang N, Zhu XD, Yang KY, et al. Gemcitabine and
Cisplatin Induction Chemotherapy in Nasopharyngeal Carcinoma. The New England
journal of medicine. 2019;381(12):1124-35.

12. Compendium NDB. 2021 [Available from: https://www.ncen.org/compendia-

templates/compendia/drugs-and-biologics-compendia.

29


https://ganjoho.jp/reg_stat/statistics/stat/summary.html
http://www.jshnc.umin.ne.jp/pdf/HNC_2017report.pdf
https://www.nccn.org/professionals/physician_gls/pdf/head-and-neck.pdf
https://www.nccn.org/compendia-templates/compendia/drugs-and-biologics-compendia
https://www.nccn.org/compendia-templates/compendia/drugs-and-biologics-compendia

IV-122

13. Simo R, Robinson M, Lei M, Sibtain A, Hickey S. Nasopharyngeal carcinoma:
United Kingdom National Multidisciplinary Guidelines. J Laryngol Otol.
2016;130(S2):897-S103.

14. Chua D, Wei WI, Sham JST, Au GKH. Capecitabine Monotherapy for Recurrent
and Metastatic Nasopharyngeal Cancer. Japanese Journal of Clinical Oncology.
2008;38(4):244-9.

15. Tan T, Lim WT, Fong KW, Cheah SL, Soong YL, Ang MK, et al. Concurrent
chemo-radiation with or without induction gemcitabine, Carboplatin, and Paclitaxel: a
randomized, phase 2/3 trial in locally advanced nasopharyngeal carcinoma. Int J Radiat
Oncol Biol Phys. 2015;91(5):952-60.

16. Yuan C, Xu XH, Luo SW, Wang L, Sun M, Ni LH, et al. Which neoadjuvant
chemotherapy regimen should be recommended for patients with advanced
nasopharyngeal carcinoma?: A network meta-analysis. Medicine. 2018;97(34):e11978.
17. Ng WT, Corry J, Langendijk JA, Lee AWM, Mékitie A, Mendenhall WM, et al.
Current management of stage IV nasopharyngeal carcinoma without distant
metastasis. Cancer Treat Rev. 2020;85:101995.

18. Ma SX, Zhou T, Huang Y, Yang YP, Zhan JH, Zhang YX, et al. The efficacy of
first-line chemotherapy in recurrent or metastatic nasopharyngeal carcinoma: a
systematic review and meta-analysis. Ann Transl Med. 2018;6(11):201.

19. DeVita VT, Jr., Lawrence, T. S., & Rosenberg, S. A. Devita, Hellman, and
Rosenberg's cancer: Principles & practice of oncology (11th edition.): Philadelphia:
Wolters Kluwer.; 2019 [

20. e E S fW. What's New in Oncology NMATEER = v v v VA K % 4 ki
e L 2019 [
21. Chan AT, Grégoire V, Lefebvre JL, Licitra L, Hui EP, Leung SF, et al.

Nasopharyngeal cancer: EHNS-ESMO-ESTRO Clinical Practice Guidelines for
diagnosis, treatment and follow-up. Annals of oncology : official journal of the European

Society for Medical Oncology. 2012;23 Suppl 7:vii83-5.

22. A AREGR RIS . SHSTE DS AR BIE T A X 2 5 2 i &R 2018 [
23. Enokida T, Uozumi S, Fujisawa T, Ueda Y, Okano S, Tahara M. Gemcitabine

monotherapy in patients with heavily treated nasopharyngeal cancer: a case series. Int
J Clin Oncol. 2017;22(6):1009-14.

24. H.S, M. M, A. M-H, N. M. Nasopharyngeal cancer in the world: epidemiology,
incidence, mortality and risk factors. WCRJ. 2018;5(1):e1046.

30



