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Abstract

ity for NPC (nasopharyngeal carcinoma), significantly improving local control rates and patient survival. However,

IMRT (intensity-modulated radiation therapy) has emerged as the fundamental treatment modal-

distant metastasis remains the primary cause of treatment failure. Recent large-scale clinical trials have demon-
strated that combining systemic chemotherapy with IMRT can enhance survival rates in high-risk patients with lo-
coregionally advanced NPC. Notably, induction chemotherapy and metronomic adjuvant chemotherapy, due to their
significant efficacy and favorable patient tolerance, have become the preferred treatment regimens recommended in
international guidelines. Moreover, as survival extends, maintaining patients’ quality of life becomes increasingly
important. Recent advancements in toxicity reduction strategies for NPC has shown enhanced patients’ quality of
life while preserving treatment efficacy. These strategies include chemotherapy exemptions, the adoption of low-
toxicity, equivalent chemotherapy agents, and the exemption of low-risk lymph node regions from prophylactic
irradiation. Furthermore, immunotherapy has emerged as a research hotspot in the treatment of locoregionally ad-

vanced NPC, demonstrating its ability to enhance treatment outcomes. Further research is needed to determine the

optimal timing and regimen for its integration with chemoradiotherapy.
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Table 1 Recent main phase I1I trials evaluating IC, AC, or both with positive results for locoregionally
advanced NPC management
W S EHALTT puicHEkedig FEAE  BAAER FEA S =9
Study Experimental chemotherapy ~ Control chemo- ~ Sample OS (experimental Primary endpoint (ex- Significance
therapy size vs control; HR perimental vs control; HR
[95% CI]; P) [95% CIJ; P)
SUN et al®  IC: docetaxel 60 mg/m*dl,  CCT: cisplatin 480 5-year: 85.6% vs 5-year FFS: 77.4% vs Established TPF
2016 cisplatin 60 mg/m? d1, fluo- 100 mg/m* d1, 77.7%; 0.65 (0.43-  66.4%; 0.67 (0.48-0.94); IC as a first-line
LI et alt®! rouracil 600 mg/m?* d1-5, q3wks x 3 0.98); P=0.042 P=0.0190 treatment option
2019 q3wks x 3; CCT: cisplatin for locoregionally
100 mg/m? d1, q3wks x 3 advanced NPC
CAO etal®  IC: fluorouracil 800 mg/m’ CCT: cisplatin 476 5-year: 80.8% vs 5-year DFS: 73.4% vs Demonstrated PF
2017 d1-5, cisplatin 80 mg/m* d1, 80 mg/m” d1, 76.8%; 0.69 (0.49-  63.1%; 0.66 (0.48-0.89); regimen as an ef-
YANG et q3wks x 2; CCT: cisplatin q3wks x 3 0.98); P=0.040 P=0.007; 5-year DMFS: fective IC regimen
al*” 2019 80 mg/m’ d1, q3wks x 3 82.8% vs 73.1%; 0.61 option
(0.41-0.91); P=0.014 0
FRIKHA et IC: docetaxel 75 mg/m* d1, CCT: cisplatin 83 3-year: 86.3% vs S-year PFS: 73.9% vs Validated the ef-
al*¥2018 cisplatin 75 mg/m? d1, fluo- 40 mg/m’, qlwk 68.9%; 0.40 (0.15-  57.2%; 0.44 (0.20-0.97); ficacy of TPF IC
(GORTEC rouracil 750 mg/m? d1-5, 1.04); P=0.050 P=0.042 0 for locoregionally
2006-02) q3wks x 3; CCT: cisplatin advanced NPC
40 mg/m?%, qlwk in less endemic
regions
HONG et IC: mitomycin 8 mg/m? CCT: cisplatin 479 S-year: 72% vs S-year DFS: 61% vs 50%; Suggested the
al®! 2018 d1, epirubicin 60 mg/m? 30 mg/m?dl, 68%; 0.92 (0.67- 0.74 (0.57-0.97); P=0.026 4  MEPFL regimen
(TCOG) dl, cisplatin 60 mg/m*d1, qlwk 1.27); P=0.624 as a potential
fluorouracil 450 mg/m? d8, viable IC option
leucovorin 30 mg/m? d8, for locoregionally
q3wks x 3; CCT: cisplatin advanced NPC
30 mg/m? d1, qlwk
ZHANG et IC: gemcitabine 1 000 mg/ CCT: cisplatin 480 S-year: 87.9% vs S-year FFS: 81.3% vs Established GP
al®' 2019 m? d1,8, cisplatin 80 mg/m*> 100 mg/m* d1, 78.8%; 0.51 (0.34-  67.3%; 0.51 (0.36-0.73); IC as the standard
ZHANG et dl, g3wks x 3; CCT: cispla-  q3wks x 3 0.78); P=0.001 P<0.0010 treatment regimen
all*12022 tin 100 mg/m? d1, q3wks x for locoregionally
3 advanced NPC
LEE etal®?  IC: capecitabine 2 000 mg/ CCT: cispla- 293 S-year: 83.6% vs 5-year PFS: 77.6% vs Suggested the
2015 m?*day p.o. for 14 days or tin 100 mg/m?, 71.9%; P=0.042 61.5%; P=0.0150 PX regimen as an
LEE etal®®  fluorouracil 1 000 mg/m?/ q3wks x 2-3; (the conventional-  (the conventional-frac- effective and con-
2020 day for 120 hours, cisplatin AC: cisplatin 80 fractionation tionation group) venient IC regimen
(NPCO0501) 100 mg/m?, q3wks x 3; mg/m?, fluoro- group) option
CCT: cisplatin 100 mg/m?, uracil 1 000 mg/
q3wks x 2-3 m?day for 96
hours, g4wks x 3
CHEN et CCT with or without IC fol-  CCT with or 406 3-year: 93.3% vs 3-year FFS: 85.3% vs Established
al?”1 2021 lowed by AC: metronomic without IC 88.6%; 0.44 (0.22-  75.7%; 0.50 (0.32-0.79); metronomic
capecitabine 650 mg/m® bid,  followed by 0.88); P=0.018 P=0.002 3 chemotherapy as
p.o., d1-21, q3wks, contin- observation a new, efficacious,

ued until disease progres-
sion, unacceptable toxicity,
or over | year

affordable, mini-
mally toxic, and
well-tolerated AC
approach in high-
risk patients with
NPC
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Study Experimental chemotherapy ~ Control chemo- Sample OS (experimental Primary endpoint (ex- Significance
therapy size vs control; HR perimental vs control; HR
[95% CI]; P) [95% CI]; P)
MIAO et CCT followed by full-dose CCT 180 3-year: 93.3% vs 3-year: 83.3% vs 72.2%; Suggested full-
al®* 2022 capecitabine AC: 1 000 mg/ 87.8%; 5-year: 5-year: 78.5% vs 65.9%; dose capecitabine

m?, bid, p.o., d1-14, g3wks
for eight cycles

87.8% vs 82.1%;
0.62 (0.29-1.32)

0.53 (0.30-0.94); P=0.030  as a potential

viable AC option

OS: M AAE%; IC: FFIT; AC: HiBLIT; NPC: Sy HR: XKLL CL: BAS X A); CCT: [MMIMLT; FFS: TLRIMAAE%; TPF: % Vit 58-I
H1-5-SRMENE ; DFS: Tofi 42475 DMFS: T AbF5 #8475 PF: INE-5-SJRIENE; PFS: Joilk @£ A7 %, MEPFL: 22248 53R 3 LR --5-
SR EE R PX: AH—R 554t ; GP: 7% DU Al —si%A; q3wks: £:3)8; qlwk: BF1E; d1: 55 1K; qdwks: &F4/8; bid: & H PV p.o.: HHRE 2.
OS: overall survival; IC: induction chemotherapy; AC: adjuvant chemotherapy; NPC: nasopharyngeal carcinoma; HR: hazard ratio; CI: confidence

interval; CCT: concurrent chemotherapy; FFS: failure-free survival; TPF: docetaxel, cisplatin, and fluorouracil; DFS: disease-free survival; DMFS:

distant metastasis-free survival; PF: cisplatin and fluorouracil; PFS: progression-free survival; MEPFL: mitomycin, epirubicin, cisplatin, fluorouracil,

and leucovorin; PX: cisplatin and capecitabine; GP: gemcitabine and cisplatin; q3wks: every 3 weeks; qlwk: every 1 week; d1: dayl; q4wks: every 4

weeks; bid: twice a day; p.o.: oral administration.

THIAR B PR v 5 A, AT 56 1K 4% 80 mg/m AR
AR KRR, B3N 1N B, L3, [
WIkIT 77 RONAEEE 1. 22, 43K1% 100 mg/m* k£
AR Bk R AR, (MIRE 3 . 45 R EOR, GPIES
97 I 34 TE B R AR A7 2 8 3 0 TR Ak
J7 2H (85.3% vs 76.5%; HR 0.51, 95% CI 0.34-0.77;
P=0.001). B4, GPIE AT A TE b 5 K A AT
#(91.1% vs 84.4%; HR 0.43, 95% CI 0.25-0.73)#15
M TEH(87.9% vs 78.8%; HR 0.51, 95% CI 0.34-
0.78; P=0.001)7HlE &= T 6.7%H19.1%5 . {H1FE
BHZ, WA R R R AEAF R (GPF Tk
ST N91.8% [95% CI 87.3-94.7], AX I HASAL 7 4H Ky
91.0% [95% CI 86.2-94.0]), iX &GP SALIT A4
AR 32 B Hz b 5 48 45 il O .
TERER ST AR, BENGPHEFITHE
JEBLH T A 2 . = W GPiE ST I 58
FE 9 96.7%, 390 E 42 Mk A M gk b . 2
D FIRS 1 R AR 2653 108 20.5% 10.9%F10.4% .
A, 5 TPFFE AT 7 SAHLEL,, GPIf AT 1E 49
AN REMHRIRAEZR b Tk =52 P9 i 24
4 SRy R O RN S 1V O Al U | RANY 118 R e S
PR HAEERF B 881G D e 7 1 o] Re sE A R34
YT GPIE ST J7 R 22T 8O R &2
4k, %2 E bR % GPE SALIT RS AL
I7 HEFE N S S WG U 5 R s R AR AR VR 97 T 200,
XTGP RAEIRYT S (1 2R HLE], LO
SRR ORI, B 1A AT 250 B I A B

ERAL, GPARLST & 8 i 30 LA ILB(innate-like B)4H
LA 32 5 0 e S N, S AT MR G, SEIIL A R
AR AE . ILBANM 32 224 i GPALYT i@ i
TLROME 5T, £ T MR e A s i 28 =
2 EL &5 1) (tertiary lymphoid organ-like structures)
W VB RPTE 640, ILBi# T ICOSL-ICOSTE 5
HOE mTORIE B, (i ik 8 v 4l B 14 T4H B (follicular
helper T cells, Tth)H1 1885 B4 T4H I (helper type-1
T cells, Thl)RJF™ 5% , 3 i 54 50 240 i 23 14 Ttk L2 40
(R R DhRE . 1% T N, ILB&Z GPALIT 1E
S MR 7 R R TN R -, B TR ST R
pr e )RR IR

S AT AE SR 0 G S S5 e R IR
FITRL, AT 23.7%~32.6% I R 151 S AT 45
I} A6 0 S R S 47 AE 1 EBV DNA 3x 5 A 17 &
3 2 B ARORE OC B0 B 0[] A A AT R, N T
ST IR B, A AR AT T R E AT
75 5 BUAE [F) AT BF SR FH 24 0T 197 R AN R
BT 0TI B, B AT e IE I SRR
BFE - REKAE T AT I [F) 2 PD- 140 i1 55
(NCT04072107). 558 Bh1byT (NCT05517135), B
THEEREIEIT (NCT05628922) ., X UHJF 7T () 45 S Al
RENIE ST HRPU A AT R HEB R 7w

2 HIRMEEWTT: SR REESMLERE
TrmiE ¥
FUE T AT A LT B3 B TR
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SR I S P e RR R R AE AR A R, U 20 25% ) B
AJBE H LR 5k B 12558 R Ut R A AU
B AERRIG T T BRI R KB T R . SR,
TEGHT SO, (R BACTT SeAth b 5 n B AT (1)
A BT AR AE U0, T 520007 280 1) B 2 i AL [
AT J5 B AR GUs e 7 R AT 52 1 PR

R AR SR G U S MR v T A AR D ik
ES-FURBELE (1 B AR R, R BRI =M 2
FHIE (PT XL B8 FERR et B vh R R A
FLZPRTT R R IF IR TT R B, i i — T pE
HLIDRIE R IRISAR R 727 &R 000 mg/m?
R, FHPK, IR 14K, ERFE21K N,
S\ JE H)AE g Jo 50 16 1A 5 MR s 2 ) A 107 20 %),
SEREIR, SR A E, R R S Bk
TR ER S T B3 ST IR AEAT2.(83.3% vs
72.2%J%78.5% vs 65.9%; HR 0.53, 95% CI 0.30-0.94;
P=0.03; % 1), HEZFRMAER L. FIt, 78+
B A B AGTT R e A2 JR) I S S5 R e 1) T AT VR T
HREZ—.

AT R HAT KB WS 2 I LT,
DL T B AT 29700 =, A A es 24
HMAETHIERAK. BERME RGO, BT
I B M EE AR A, TR AL
FEAM ) AR T G2 i B DA KR T8 40
() B M AR F O R SR, A BT 2
AT R A6 v 6 R 0 R R S5 PR ) v S A R VR T B e
¥,

R P AFF T S, 5 TR S-3R0 PR s g R AL
VE R F 4 AT e 2 38 PR S e B R B K
FRIO4 ST s, BENL. TG AR IR 56 T
il 71 10 R B AR TR B AT R R S SR G
Jefs BB TP BRI RUOR 22 A BT, 2R B8 B ST SR
40644 1112 TVA R & W R85 (HEFR T3-4NOAI T3NI;
T D)o A BB S 0T H 40 Bh-R 35 A
2H (650 mg/mARRIMAR, & H I, Fre 1453 52
HARAEIRTT Ao ARtEIRTT 7 TN R BT A
WABAE ST . S REIR, WiERIT R T
AR 55 A A Bh YR T RE 0% 0 35 AR R R W 3R TR R
WEARRR . AR, TRIm A R AF A 31X
BT R AAEZ (93 M 85.3% vs 75.7%- 93.3% vs
88.6%- 82.1% vs 89.4%7H187.8% vs 92.6%; HR [95%
CI143 9125 0.50 [0.32-0.79]. 0.44 [0.22-0.88]. 0.52

[0.30-0.88]F10.50 [0.25-0.98]; P{E 4354 0.002 3.
0.018 0. 0.014 0F10.041 0). fEE KA, 10y
F4H B R B5 AR TR R (0 2R A B T AU
FEAR 1 50%.

e AR T, TR B R ER AR
FHNTFRLGEEME. 3WA RFMHMRAEFNN1T%,
FHEC & U PFAE B AT 77 R PRAK 125%™ XA 141
B (1% RE KA T 49 REM. ok, ik
Bl 55 v R 6 BB 1 AR S i AR R U R
1)

X gk PR AT T &R A K
B A& a4 RRG TR sk, B
T P IR B A Bh AL TT O T 45 SRk iR, A B
FAEGALST 7 %, B ONIRA I SBATT T %, AR
R B At V5 B G A A AR, R e SIS TR
GG B0 B R s A S YR T T

3 BERTT: EEETIAH
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TE LA b 386 I 4x B A7 AU R B SRR
W 38 vy, 3 M R R AR e B O ) A At AT A G I
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AR, BRI IR T BT 9C 00 o) — B RAE T a0
FELRFF B Iva T7 ORI R, R ] Ge i iy
Bk o, FEUHER R 73 =00 N B L, e fE SR
S BE AR X A B T A B BLRY TR E . BA
e THOU A AL 1D A 50 N 2 1 B B IR IR L, A
PETE R 1MV TT Ko BB, LIRS
I ARG AR S, HIC S S AT B R IR T 2 &
ANTATI o [RIEST 0 R a8 2030 70K 2L 8 A B R AR 1)
RN FC, HEB) 7 TPy 1 B SRV0 E  iAl . X se it
JRARE T SRS R T R R
3.1 SRS

[ B BE ¥ (Union for International Cancer
Control, UICC)/Z& [E| i Ik & 22 1 2% (American Joint
Committee on Cancer, AJCC)fil| %€ 1) TNM %3 #A & 4t =&
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VAL IR fE . OB TS LA R SR T IR
ANINFRUE. T UICC/ATCC 8 53 3 R G il 5
F BT MRS NFFERAI FT, 170 e A H X R FH 4% E 4
A 7, H S -G TNMZ) B (TNM-7)i2, UICC/AJCC
SR 7 W R G0k g 1 LA LK i v M X R 1Y
FE BrRmft e R, SR HAES)) 15 -L RO A )\ kit TNM
3 B (TNM-7H1 TNM-8) [ 58 35 70, JEfhit, B
TNM-75E 85, £130%/ B 133 1 5 AL 1 5 1
FAHRLYGTT U2 LETE X 4 7 T, A4 43 A S AH 41
N7 AR A A7 M 2R R T B o 2 1 2 S 7

SR, H AT 8 TNM-8 5 W/ i 73 R G AT - £ —
SE SRR . CETSr I T, T2RIT3 0 3 8 1 A 77 il
BATER o B o 0P UGB TR 4 A 0 &5 A4 R AT 5
R, T3 A CH SRS P2 A7 (R ILER
FEJRFRAN /B R ), HAE 5 T2 B E AT, $27R T
3 SHAR N U B ) B . FENAT AT, X TR
It LB A S0 Ik B 45 v G0 L /M (advanced ex-
trnodal extension, PHAf R AT LA, Rz AN /el
22 ML 254, B3k B 4 EU A1 5247, grade 3 image-
identified extranodal extension, G3-iENE)fF] &, )]RE
S RIRTT, T BB R Iz b e A R T8, N
SR B2 225 v ) B FEE AR 9N N2y AR L T B
{5 FH TNM-873 11, #6055 B8 4 b T30 A8 3 1 0 i U250
AR, T MUBTESS ) F R bk 5 a Ffg S 4 2
BTG R R, R AT RS 5 2

ity LiRWF R, DUSE BRI T — T4t
EB VA 2 & M TNM-8IIf R 2 HAAE 1T It 5, %0
FEET 2 03t 8 334614112 AR P S i s f8 3
S O3OBIHIL EE R 1 SR 3, $RH T 4 BT
W, MR T TR BARE AL, 045 R T34 i (1) LU
PR BY R 5213 T T3B& A T2; K 25030 bk B2 4% v 2 )
JEAME T BIN3; A AR 7S 11 SR 43 A 1T, 3
HTINO K T2NOA FENIAM, TI-2N1TAIBH, JHITTY]
NI, JEIVA AR NI #4552 1 SR N TV,
HRE & B A 34 DL BRI S et — 28 70
VA R IVBI . %2 fE Groome tFN AR e, 1B1T )5 1%
WITETUG X 0 B AR —SrE . Pl Tl Rk Re .+
A s Ve 7 T AR T 56 )\ TNM 23 1. I g
T, BT )5 10 0 301 S R 1t S it T 4 R IR T A
R KSRE . 5T DL BRI, BB LR S R
TNM 2 1 200K 200350 ik B 45 s 4 3 B IS MR T 4 3
N3, FFR 73 HAH S 454

TRV SXof o TR e s A e ) 23 AR AAE (1) VR N IE A5 T3
J TR B A AR, (HAE G PR SE B b, 475 AR R 40 3
B2 AR FAIT 1 B R A8 8% X Fh
72 53 7] e -5 R A B 1) A2 2 S TR AR O B9, [
I, KA TN AE (9 5T b5 AN AL GiA 5 T i
HIE RGN E . BT, &8 20 T
HEY) (W EBV DNAKF. H:[FZRIAFFHEF miRNA)
B UE S BN E YT TS YA O, H 5 TNMSy
WM 25 6 0 0 o H B s 1 T Y A P RS8R
H A7 sk Z 5 F AR SR AL A U 77 1% o BEAE,
IR e BEAETAT H X 5 AR AT HO X (R AT 500, DA
I R ).
3.2 REBEHENHTHRE

FR 5 BEA NCCNAE A, T1-TV HA S R e 5B () 4
TEVRIT YN R UL £ S/ BT, Horh, B0
LA 2625 1 [R) S A T HEFE UE 48 32 Bk B 4R80T
B 3 PRI LU PR AR S B4 ™ 2 4F 5K, IMRT CUHUAR
THEERBOT , HEEA MR E .
e PRI IX 59 2 7 i DA R SR ) AR LR, B
e T BRI R. IMRTIBIT AT, TIH £ 0
BEWMTLRAG. BAER. BmAERERETE
RAGRIATIERN90% VL L, fEILEERE F, FIibIT e
8 7 >R R AR A7 3R 2 2 () DU B R b o TRIERE, DA
N EERH I [E AT B R 0 T R BIRT BI R R R
JARITRORBET A . (R, 7R IR BRIG T HIR, K
J 52 A e B A A5 )0 7R AT R IR B A T =2 e Ay
fR VBB R, — T4 440151 TTHA A2 T3NOMOMA
SRR £8 2 1) [ PR AT T S | 42 52 SR Al s O T
I R 5 B2 IR AT 41 SR TE 34 AR AT
R LR R IC R AT SR TCIE b R
WA A7 TG T AR DU B35 22 5 O SR, (A3
JRALTT 20 58 2 (1) 3~A 2] St B S B R AR A b B
AT N T 20% L Eo T I R iR e
W, 78 B al oy S ek B8 i as i R LT &
RE 35 4 T s e S8 B AR A7 e, IR S 80T
BER MR AP, 20224F, TANGEE SO I8 T
— TOUAE I s o MR o £ 5 v B Al s T TR b g7
MIRTREPE. T, B9 RPE IR IR RIS i 45 21, 1
FORHAR G 3 SO T/ T3INOMO M S8 8 2%, HL
FF A HMELE HAA/NT 3 cm. TEIV-VbIX k45
Z B CHUE M LS AMEZ DL K EBV DNAJKF
K14 00045 U1 /mL. ZiI0gs R B n, BaiiyyH
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SR T AR 3L R AR R LR K
AP, LI R A A7 R AR AR A7 5 7 TH G B 3%
Giit 2 Z R (AN 91.9%. 94.3%. 97.6%. 98.6%
vs 90.5%- 94.0%- 95.8%-. 98.2%, JEF X P<0.001,
P=0.43, P=0.22, P=0.31), B4t Balji7 4l 3~4
o ME R I R AR ZE BRI T 30%, A dT A S fd
AR PR AR B B GE . X RO E B
T[RRI 1 I6 97 SRS SE i 7 A T IEYE SRR .
SRIM, H AT 5 2 s bR AL AR A B b, DAIE
— BT I IR R
33 ZIAHASEA: INAMRSFYERAR

AT Sy JEE it 0 R0 3R T804 97 o 6 34 S R s )
PRI R, R RER S T ERE AR, B4
HE I 2 RV OB, A RS TR T AR PR A AR v
K. 23154 (nedaplatin) 1% 41 (lobaplatin) 7
AR AR AR =R, BRA RS RITEA
FIVEE 40 (RO A2 1 o 22 TRITYIIG RS IR 36 26 1, 237K B AN
TS EATE B VR TT I ST FAIT BUA S K&
Al WAL B BB S IEAA M R T R P,
TR KIS ) TTLHA G PR ARG 3E — IR S T 43k FA &
BATEST 30 AR B 2 BT, H 3 B BRI S I
BAREAR(FR2) . IXH-IR, X T ) s e J) ek P g i 5,
TRIBBEE A AT J7 % 7 Re BORIRETA T IR
BHRTER. SR, ZEHUREE H BT LE B E BLAk
H DX L ANz, AT R — T R R [
BRIGAIE LA S Ho7 20
34 REHBEXEMITEHRR

BT SR, SREEE S TR
A X IR A e . 2 80% 1 BT s £ 3 AE WIS I
B H BTN L S B8 ) A DA A 5 FD 4
BT R F BT F BB A, S T BRI B 2
DX IR R IR, TE1e R 2 75 LSk B 4 5 2
TR T 0 Rl 38 Sy 4 S0 7 5 HR U000, SR, Tz
JCYT 0 TRl A R 2 A b xof ] ] 1 45 43 A A, £
FEAUTF IR ORISR, SR O AR
FR IR D) BE R AG 55— R VBT RIS S . e B IL R
%1% (magnetic resonance imaging, MRI) i 55 {07
FOR WD, BH PR b P 5 A H 36 = 345l 26
15 B KM B i, U, J8 T RO 73 J2 500 2900 ik 2 485 X
AT RS HER BT B A R N E . K&
JAU PR AF 40 R B, P A (1 DX Sk B 2 e B
PLE 3 N A paE e e —— DA Ji5 ik B 45 A

TIIX bk B 45 R 3 7% 35—l , 4177 1) TTTIX A1 Va Xk E2
GEIERR U010 PRI SR S v B 5 X3 ) Ty 1 T
I7 IEAT R G A2 Yok B T RAIE ST R P AT T B
3.4.1 AMAEEARELEGEERELH WG
t 4k (retropharyngeal lymph node, RLN) A 734 P {ll]
HAFTHMULA PR, 2 Sk R R S — . &
FIVETT HEFE T NN ZH A S MU ZH R J ik B 485 i3k AT 4278
BT B SR, ER T PN ZEL IR i R B 4 <6 P 4
UL, St SRR AN PTGk R AL AL, BIEIR R
R PR X I e e 4 e R 5 7 TR A 5 PR a3 PR e it 46 45
#EE[IO}IOS]O

B 0 S R e X 3t B2 485 2 B AR (O I TR 3R B
DAL ZEL A 9 B2 485 52 3R 2R BRAIR(0%~0.3%) 7%, $ig 7
BRI PN ZEL R J bk L 5 A T ) TS 1 B T
IR EE . — I [a] A 5 451 xof BRI 7 B A T kAT R
ATEAT P ZEL A IR EL 2 T A R A A TR A
iR EoR, WAHBEAESTE /ML E K AR XK
LHEKEMFR, LR AR RS EERT
[ TE R 22 5 U, teAh, AREBEAT A 002 S ik 2
G5 HEURT B 1R 3 St 10 s R0 B 48 R A 2R 3 TR
20234, — AN 56811 & Mf e B3 ARS8k . Bl
Ml TG ARG HE — PR S T X — 45 R (K 2).
R IT A M a5 B R, ARIEAT 0 ZH P S bk
S WU AH 5 FEUR LA 34 R R AR AR AR JT TR G
3 5(95.3% vs 95.5%, P=0.95). IbAb, P43
AR, BRTEE KRR RIXIBTE KA
RWLREZER. RN, RESHR 19 LU EE
VIR S A A P DR A R W) i PG . R i IR &5
SRR, ARG A B )RR FOR O A €8 St
SINRe 5T I ST T HR AT A . X e
F485 R G AU ZEL A ik B2 5 7 P R ARt
AL ES
342 IbRMELeaBFEmEs R TIbX
P, XTI X IR AT RS T R R N AR 80T R E Y
DA TRO8T o Stof S PR e XAk £ 285 e A AR R B 9 3R
W, IbDX itk 4552 B FARAIC, B Xtk B2 4520 Wk ER
PR AL 1001021 SIS TE Tl 7 14 FE 5 o 6 e Tb X bk 8 45
AR/ ATAT I . ZHANGZ: U 58 R B, #1121 Tb
DXt 2 45 e 2 (1) v i DR 2 B 45 - Ta DKk 45 B
JEAMZAL . MalX M4 RAE=2 em. HEHISZ R
BUAFAE RN ZTER bk R 25 5 4% . AEZBEFi, 904514
T 2 R R I A S 5 AR R AT Tb X Ak 2 45 R
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Table 2 Recent main phase III trials evaluating low-toxicity chemotherapeutic options and reduced radiation field for NPC management

T SR xR TT RS LPN NG FEAR  REWAL (7= =i e
Study Experimental Control treat- Major inclusion Sample Primary endpoint (ex- Clinical significance and toxicity reduc-
treatment ment criteria size perimental vs control; tion (experimental vs control; difference
difference [95% CI]; P [95% CI])
for noninferiority)
TANG et Nedaplatin 100 Cisplatin 100 Stage II-IVB NPC 402 5-year PFS: 79.8% vs Suggested nedaplatin as a low-toxicity,
al® 2018 mg/m? q3wks x 3 mg/m* q3wks (T1-4N1-3 or T3- 81.4%; —1.6% (-9.5% equivalent alternative to cisplatin in
TANG et concurrently with ~ x 3 concur- 4N0) to0 6.3%); P=0.002 0 CCT
al®1 2021 IMRT rently with Significantly lower incidence of any
IMRT grade or grade 3-4 auditory toxic effects
(grade 1: 41.0% vs 56.6%, P=0.002;
grade 3-4: 10.5% vs 17.7%, P=0.04)
LU et al”” IC: lobaplatin 30 IC: cisplatin Stage III-IVB NPC 502 S-year PFS: 75.0% vs Suggested lobaplatin as an equivalent
2021 mg/m? dl, fluoro- 100 mg/m?> d1, 75.5%; 0.5% (95% CI low-toxicity alternative to cisplatin in
uracil 800 mg/m>  fluorouracil —~7.1to 8.1; P=0.007 0)  IC and CCT
d1-5, q3wks x 2; 800 mg/m? d1- (ITT) Significantly lower frequency of grade
CCT: lobaplatin 5, q3wks x 2; 1-2 nephrotoxicity (21% vs 37%,
30 mg/m?, q3wks  CCT: cisplatin P<0.000 1), weight loss (32% vs 66%,
x 2 with IMRT 100 mg/m?, P<0.000 1), grade 3-4 neutropenia
q3wks x 2 with (P<0.000 1), leucopenia (P=0.045 0),
IMRT anemia (P<0.000 1), nausea (P<0.000
1), and vomiting (P<0.000 1)
TANG et IMRT IMRT with Stage II/T3NOMO 341 3-year FFS: 90.5% vs Validated safe exemption of chemo-
all* 2022 concurrent NPC with all <3 cm 91.9%; —1.4% (1-sided  therapy in IMRT-treated low-risk stage
cisplatin 100 nodes, no level 1V/ 95% CI, —7.4% to ©); II/T3NOMO NPC
mg/m? q3wks Vb nodes; no ENE; P<0.001 0 Significantly lower incidence of grade
x3 EBV- DNA <4 000 3-4 adverse events (17% vs 46%; —29%
copies/mL [-39% to —20%]) and higher quality of
life scores with IMRT alone
TANG et Elective ipsilater-  Standard NO-1, nonmetastatic 446 3-year RRFS: 97.7% vs ~ Validated safe exemption of lower
all® 2022 al upper neck ir- whole-neck NPC 96.3%; —1.4% (95% CI  neck prophylactic irradiation in NO-N1
radiation sparing irradiation 4.6 to 1.8); P<0.000 1 disease
the uninvolved Lower incidence of late toxicity: any
lower neck grade of hypothyroidism (30% vs 39%),
skin toxicity (14% vs 25%), dysphagia
(17% vs 32%), and neck tissue damage
(23% vs 40%) in the UNI group
MAO et MRLN-sparing MRLN- Newly diagnosed, 568 3-year LRFS: 95.3% vs  Validated safe exemption of MRLN
all®® 2023 radiotherapy involving nondistant metastatic 95.5%; —0.2% (1-sided  prophylactic irradiation
radiotherapy NPC without MRLN 97.5% CI-3.6 Significantly lower incidence of grade
involvement to ); P<0.001 0 =1 acute dysphagia (25.5% vs 35.1%,

P=0.01) and late dysphagia (24.0%

vs 34.3%, P=0.008); patient-reported
outcomes: global health status (=5.6 [-9.1
to —2.0], P=0.002), role functioning (=5.5
[=7.4 to —3.6], P<0.001), social func-
tioning (—6.2 [-8.9 to —3.6], P<0.001),
fatigue (7.9 [4.0-11.8], P<0.001), and
swallowing (11.0 [8.4 to 13.6], P<0.001)
in the MRLN-sparing group

NPC: &Wi¥E; CL: EfE X IH); 1C: FF34ky7; CCT: FMIMLIT; IMRT: PH5RAUT; q3wks: f:3JH; PFS: L RAAF3; ITT: MM HIRIT; dl: 1K
EBV: EBJji#f; ENE: GIEAMZIU; FFS: JoRMAEAA26; UNL RS, RRFS: XIROGE K AEA726; LRFS: JRil & R A A726; MRLN: {2l

A J i L 85

NPC: nasopharyngeal carcinoma; CI: confidence interval; IC: induction chemotherapy; CCT: concurrent chemotherapy; IMRT: intensity-modulated

radiation therapy; q3wks: every three weeks; PFS: progression-free survival; ITT: intention-to-treat; d1: day 1; EBV: Epstein-Barr virus; ENE: extrano-

dal extension; FFS: failure-free survival; UNI: upper neck irradiation; RRFS: regional relapse-free survival; LRFS: local relapse-free survival; MRLN:

medial retropharyngeal lymph node.
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W, E3MEBEVF I, o— 0 B F B X IR
OU% MBI F AR H TGS R . B TIX LRI,
B Il PR #E [X /) 11 $5 B (the international guidelines
for the delineation of clinical target volumes)¥ _Fi& &
R RN T IoIX bk L 45 HR G (R e AR v . 24T
HEFE ) To X HE S PR AE L FE - DX R EE 2 . dil |
Mz B, B SRR R NIXEERA R
JEE A MR AL BRI X bk B2 25 4 KA I 2 em.

I - R YR 22 W e = & S B b %
X bk B 45 v S DR 3R IR R, 36 B To DXk TR 45 FEURHAT)
REIAS L = 1) SAE X IE R B A%, HHL 5832 Tb
X HE SR 1) 28 35 A B I 3 22 e 108120 b4 RS2
SR S G AR 190 % DA b T R R 2 2 3 0 vy Y
X BRI 5T 25 AR B, K To DX bk B2 45 % e HEUR A e
J& 28 HA 4 T bk T 46 v fa DR 3R ) B W] e %2
AR SR, AR o ) ETHE PR SRR O B =
AT o
343 AR EFHEA LRI E A
R R ) PR T 7, 2 AR O B Ak A
SRR, O] A 2 BT S b O 4 e A 1 A R AIC
T 2% 0010 XN b S b T A 38 I AR R I
rh R S R L A ) R A R R G i 10, T
IR, LISE DR 7 DA TR 4 20050 e i o7 52
HINOCTE Mk 45 4 7)) B, CTV2R 78 g ol .
FHS (G5 RLN A 1. TIDR ValX ik B2 45 ); i 2]
Bk e R () B3, CTV2R A8 5 52 52 ) 42 3
SR b rH S o U S90S bk O 2 e R 1 R
CTV2 U 740,55 XU 435 o

TANGH gt — i@ i — TR B R BaL.
U RIRER IR R |2 77 R (K2). IR LR
TR NO~ 13 58 255 R AT B FA R 4 4 200 R S0 R e % 12k
AN b 5 FRR ST 1 S X s i 2, o, e L
| 2 R AR L 52 SR A ORI R 52 SN 30 (11
IR ValX ik B2 45, T AR T 2508 X 38 (VX AT VBIX
WREZ AT T ERE S o S5 R BIR, AP 34FEX
SRIE R R HEAF AN Z (93 397, 7%H0196.3%; AEF AL
PEP<0.000 1). BbAb, AEPIALAE CUETBUR PR
J AR 2R T TR AL, AL I 43 4 B0 b 397 HE S 2 (1) e
WM, B AR B R IR D RE R « KR
7 A M PR HE B SR 2H 2R3 49 35 B />

2T T8 NO~ 13 5825 0 40 T 376 # I 291350 93
Bl 1 PR PR AL T — b . X — T VU A AE 4

R DX I ) 28 ) R Al b aslb 1R T R, R LR
BT REAE 7 A R o 40 M G 2 4 P ) K B 4 Thie
XL W] 2 50 MoR % SR, AT R B TR A
G B Rar B KA 7 (17 R

B 17 o0 5 MR e 28 PRIk B2 5 I DX A T e
THEH B A1 , TR ISR 708 R TR T5H 54
ST RUBME AT MERAROT o P I TR I PR B4R 1)
TR AETS ST 505 B 58 4 G i B A G2 AR )L
SN SR R, ] 60 Gy IR B80T BEA (R
SRR I BT 3%, e 34F Je 24 Jo itk e AR A7 2R 43 il
N 1% F1 94.8% M5, [y 3= BRI G B S,
PR TGO 2 350 AR 5% 21 HAR P B AN R SN . 4 HTH
IR BEAL N FR I 1EAE T~TII) S s s vh it — 38
PRIUHE T T A7 BUBCT B IR 7) 2807 A B
T8 BT BT 205 318 6058 63.6 Gy/301K 73 & vs
70 Gy/337% 4% ; NCT04448522. NCT05304468F!1
NCT06239727), HAFFu 45 RA Btk — SO SR
MR IT o

4 TR BRERRIETT IR

S TR 4 2R LA AR I o SRR AE , B AR
(1) G2 40 BRI B2, S R A A B DL AR T
PEFET-ECAA -1 (programmed cell death-ligand-1, PD-
LD RKFRIE M, IX SR AE ™ B T S 2
FPH R AE S R e v 7 B B R 7

H AT, =5 IIG R RS CESL, PD-14011 5
PK& GPAIT AR NI R B 7 11 S W i S o 1) — 2k
TRIT AT I E K TG A A 1200 S R R
W1 SR, PD- 14177 45 & UL 2 15 Rt — 25 3
RO A S . 2 T TDR IR R g 4ol 1 78
FIT BT . S AL T B e TR IR YT
HAIE] 0N PD- 14051 77 5 PD-L 10 1) 771 Fp 7 3k 121124
LR 88.9%~94.4%, 2E T R AEAER N
69.6%~91.8%, o~ IR IT AW RET 5. Bl
ME— TR R IR Z PD- LI 55 7E J 350 R 41 S iR g
T AR R RIS TIUA I PR 5 B, 6T v e JR) 6
W 30 fs B R, E GPiF ST [RIUb T
T B By i T o AR v 3G DS iR BRI T R A R
()52 R BT KBS BEAR 41%, A8 34E L H AR EAE
FHEE10%(86.1% vs 76.0%; HR 0.59, 95% CI 0.38-
0.92; P=0.019)!">1, jhah, {51t F) 55T 4L AH b T 45
HE IR T 4H IR 32 Ak B R0 Jey 308 [X 3 52 R IR 34 S 3
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PRI GFE LI A RS A A7 2 0 90.3% vs 82.8%, HR
0.57 [95% CI 0.33-0.98], P=0.039; 34E T/ E k4
125 93.4% vs 86.8%, HR 0.52 [95% CI 0.27-0.97],
P=0.038). fHAFERIMIE, MABRFEFEFRRET
[ TG 2 3 25 57 o R A4 R4, PD-14MH|FIEC &
JRAGTT AT e AR SR AR BT A 1 SR 8 I 5 S
BT R HE . HAT, 2 WUl RIS IR AE A £
S R 15 5 B4 B VR 7 B BN S e A 25 U i) 7]
7 Oz e B g gt T B A0 R TTAT
o HERAEHR— DIt TT 5T G
L B ALS T7 22, R SR Va7 i SRR R B s

5 g

UEAESK , BRI AT I 58 LA T ALT 5
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T R ELTH 52 P B P SR SR T E ST K B A
A ) [ B 4 o5 A R o YEVR R T, RS T
SRR T SRR K TS T, O A AUt S
SYRVRIT . TR SG R, BT . R
FEE AT 25 R 4 6% fes [X T A4 T 25 S s
CL I FAR IR T B0k, IR T 9697 AOR, 16
HOE A R

LA, SRR R S RO T R 45 T S
LS S e S MR g VT (0 HE— B, B
GE A I BRI WA SR IR AL IO . 2
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FE, TESR T BB A7 SR I RIS, e B0 A 5% R 7
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