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Abstract:

clinical trials of migraine in China. Based on the principle of “PICO” in clinical research, this article summarizes the core

Migraine is a common chronic neurological disease, faces still certain limitations in the design of some

contents of Guidelines for controlled trials of preventive treatment of episodic migraine in adults published by International
Headache Society and its Clinical Trials Standing Committee, including subject selection, key points of trial design, and

endpoint evaluation indicators. This article also discusses the deficiencies in current clinical trial design, so as to provide
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a basis for the design of clinical trials for migraine.

Key words: Migraine; Preventive treatment;

e R 30 2 48 M Sk TR T A B BRI BR
3k 9 P62 (International Headache Society, IHS) Jz H:
M PRATE 5€ 2% 51 2% 2020 4F S A 1 OB A AR Al = T
PR MR I I B R ) IR I 2 ik
P OB PP L R BUE RS A A
T B R RAF AT AT TR, AXSIR

R A2 e, B i B ALATN B DL S

Bt A I 2 A RPN e hn A g 5 i
Bt A EAT AR B, Xk 5 Y ) P 9 2R A P s =
Il ARAIESE BT AFAE YA IS Z AL AT 2R

1 ZFilERE

11 RS ZRAL AT Im RS 22 A
& FE BRI B 43255 = it (International Classifica-
tion of Headache Disorders-3, ICHD-3)"™ /1 JG 45 JK 8%
A AR S IR 1) i Sk e A, SR T i Sk R I R 2 30
I EHE N T AT S 2 WbR e (B0 ke S
256 IT A R (AN 5-HTy,, 52 W B30 590 i 302 [ 5-
HT,, 52 VR 3l 770 b HE 2 | R 45 3R Ak PR AH DG IR A2 AR 4
PO A2 A2 ) 1Y D Sk o S A o RER 30T
FEEBRAMR SR, TP Sk 2453 e Dl
SR HERR o

1.2 Sk s AR AR 2l T A
2/ 1240 H W54 ICHD M k9 H 34 AR K 1Y
I 0 B U OR R AT I 1 <50 %155 i AR IR A 323K
FAFIE =18 % % LB AT A AF I il o A0

Clinical trial ;

Trial design

T AT ATV A L e I B, AR 3203 (565
B HERR o S BRAR M A3 AT N 1 RE A B b & AR
Pk 13 B LBl B THAZ A, £ E BB
BRI MR R A PG B IR A2 A 2
BrEL,

TR Hh N M A 1Y) 5 A0 A BR A D 11 32
I RRAE , A5 A T AR AE S 0 s A 24 4 il 3
K (1),

R WMNREERZINERFE

UNEES &S5 ST B 7/L it

A i S 3 5 4 1 HRNL B BB L 1R 97
el B H KA REL B H 22 T R A
553 UEIPRIPS 3 Yzt

Tl ST ek ArEZiy) A

B AR AR T b

(LA JeA A B ST

IREE AL B IFPR (SR8 AMAREE)

ks B #A :2025-03-25; 1817 H#A: 2025-06-14

PEE BAL: (1. dbstrp e B2 B P Be £ 22 B, b3 10130052, Jb e
rp B 2R A v B iR A ST BE , AL AT 100027)

BIS1EE : & %W, E-mail : kgdoctor@sina. com



+ 620 -

1.3 ZRENEIERAGIFHZ (DEIF
P < IZON A2 1A B R A T A, HERR T BE
SEMR I A T R VA I 5 R g . — SR IR
3 0 HC R ™ B RS A o T BB Sk T 1 & AT O
K AR 2 A XX S A R AL BR AR
ST AT RS XHRIE M 45 R . T E A IRt
REAPR 32 10 1 00 AR N o (2) B 9 FH 2 - AE T I R
R b, SR AT B 2R YT OIS, DL e B Y 1 B
PEIRTT A RO 2R sz v . AE s
I RV AZ R A AR 25 9076 7 1] [R] s Al R —
Pl Sk T B PE 259 o (EN bk G [ RH el S5 5% 24
YIRZESI 259, B AERFSE 25 i 7] i AE e i 31
A a5 A ml N R FERRE . FETVIHIREE H , iz
BV TT 7 ZOeRE W R & 91 H
18 0 UEAR R SCAS [ A 25400 o [R] Asf i FH S At it 975 14 245
Y0323 N AT 0 )2 BEHILAE , ARG 5 25 e b
PRLL[A] 445 o A, R ARG T 6 PR UL B AE 4
A2 B AN (SO BFFE I R & feir il & 91259 .

2 REEiEt

2.1 HIE BEMLAIXT R b T2 & AVEME R
S PR IR T A BOPE T AZ 1 AN A, X6 R
U5 WA BUE B o U DX AL BE ML AN 53 2 Rl AL
PR A 0 575 M 96 7 i Sk o A a6 ] 0 — A i, X
REHL AL T DL — 22 B b IR A IR T 4l 2 8] 1 3
57 Sy AT AR R T 2, LAY
Al REAFAE IR A A 2=, W& JF95 0 AN 91l FH i B
P25 A . NZR R FIVE X IR, AR Tt
TRAEAT L2 Rt R RE DU 32 B A TR SRR AL T
R I TR 25 R B2

2.2 PATH AR NSRS T
NS e S S VA (T ESIE - S5v S DR
FT R B PPAL 28 SC T 2L, 17T 3 A A8 AR T AROHMESE B
PR Sk 28 ST AT BB 37 10 10 Sk Ao & A AR Ak, B
oA e I AN Rk A 5t BA RN, S 80T S
P 2%, [ B Az 3 18 a0 i nT set: , KOR 3
Jgs . R R AP T4 T

2.3 BB AT BEHLXT B i R
B I B 5 e B L R Z I OBUE R I b 2
(ML) .

XUE W

e 2575 X

TFThR 250

1 AT BERLG BRI A AN [T B Be

J Apoplexy and Nervous Diseases, July 2025, Vol 42,No. 7

(1)L B B JBUOR H 4~8 JE i R0 401, 78 it
18] 7 23R A2 R 10 s Sk Bl WO R Sk & AR
AR FELE B ] SR AR SE IR S B REE A B
SR DA R S 25 0 A A BV R i
B R, EERIAE 3. 1, T LA
PR32 R 55 Sk I8 B2 Wibs o, [5)BEHEBR 12 1
SR A (B 259 0k BE A RSk R 2 i . HOR L
TR 97 WIS D Sk 9 R B0 A8 1038 I K AE P Sk
e T PR 96 T IR I 9 S BT AR S B, Rk
SR 1R B W e M B i s A5 . R,
o b fi FH ELAT B ) A A9 H - H eI Bl , DAY
D AR AR o RS T DA b PR A7 3 10 5% Sk
S HAC B M | B R Sk H g 27 80 b i B 2
A EI S

(2)IRIT BB WE IRIT B B s B dpe 20 12
i o 24 F I RCE 16T 10T LA T 2R SR A7 ROm
I NS 4 N BB 7] R o o T e o e | N T 6
HR 4 HIS A 2 8, 7E T 56 rh  XUB iR 7 B B 2
Jei , AT At — A K (234 7)) B9 TR TR 25 By BE i
AT T R B M L S22 4 G H At
g B,

(3) B 17 9 B3 < 3 6 10 ) o7 e BA B U 52 30 . 7
IRIT BB, N 4~8 JEHEAT 1 IR IZBE VT, o] AR 48 fr
WG IIRYT s U B AS B S0 Al 6 i) 5 22 1if
[ EATURRE . FEIR YT B B ol bR 2 B B 4 o )
I HEAT BE T A PEAR 22 4 BT s a) s T Fr i o
HIVRYT ik o 323 3 A e 300 1) 07 4k 2290 st 3k 0 H
0, S At B 25 L D) e ik 24 4 4
0L

2.4 2VEmMmBEAMEIHERN (D2
PEIR YT 2459 « 1358 0 1A i Sk 0 & AR st mT DA &
PR 198 259, 18 32 3K R A9 Lk O 25 1 i 2 AR
N T2 A 2R 0 A U R] AR — B, LU
TRIE W4 2 ] i R AR 25 45 ol 3] s 7 Sk
A H IS . RS I B, N A7 A N AR
SRRy S R 5 R sl Al O 5 Cln e
JEE PR 8 2 P R R A ) o 7R 2 D i
FEHL T 2 Y AR T T s —
(2) WiBE 3697 259 « 223K 56 P N % 2 11 373 3 i
FH At A 280 707 1 259 B3R 9T F B, LR s i)
ST AL VAL o 75 B BRI 8 36 7 25 9 T B
F2HR.

2.5 ZiYnlmm e e EIR L, BESE
2459 () ) e LR R AT BBz, A /NG AR
B R 32 790 o 55 . TR 56 v] DA 435 — b =i 9 A
R o R A AR R A 5 T A N 3R 9T 4L R B
T, IR R AN . SR 2y W R Y T B
7R A ARG, V) 57 AR 48 16 PR 55 0 Fn 22 30 AR 22, 7
7 R A2 M 22 (8] B — A A A B R & E AT
W



XS MR 2025 4E 7] 42k T

R2 REMELEHTBEENRABEIFTEZRHERN
fi=big:3t]l
I %45

(RS EESLY FEMLEE 0 BT B 2 AR B A S ER
ARy

bR AR FR AR B 2 i 8 22 U R = U
Rl

EIEE7 i MR BYTE E IR A

I AEEAE B 22 B FCA w4 22 L

oAby EELERIARTT 2 [E

PIBTRIG)T TR B R

3 MR

2 IR PR B TR ST H bR o TR 1) 222
WCELL LR H g AL (AR 7 415 2 R A L
A IRIT AL LR g ) At () o5 AR T B AR 5T 4
HIAf A

3.1 RBA RAEM ARSI BB M iR T
IR0 Y T2 BTN IR 5 HE LA LU S 9 KRB
AR Ak, v R R Sk R RO AR AL, Bl Sk R VR R
Bos g, 12 AR #I TN IR T
Bro i 24 S U S 128 [FIETS
BV BN S TR DR B v R/ Sk R R B Lk R
SEFR AR RS N o () DSk R BORF8 A il 1k
TSR, #5282 /0 30 min 454 ICHD-3 A5 fE
Bk T RE AR SR B 1 d2 s B BRI
FFEE 30 min, {HAFH 2R S0 R SV LR 25 A 8K
M1 do QRS2 7E SR A sk AR 17T 8 F B Sk 9
THIE, VUPRE AR 150 R SR T 2% A s ] o an SR Azt
R AT L2 R AR SR, UK FRRe A st Tl 12 A SR o
GR AR AT (2) i B/ B S RECR R E I A 25
BITIIE LT, B sl B Sk R 22 2 0 4 h/d; 5%
W DL S, ELAE 2ot d Sk R e S b LR 25
AR do (3) U1 2 J2 46 D Sk i R sl o/
SIR R B LSRR 50% K L ERS R

3.2 WRELGE RELE DLk P kR &
VEURES s Sk )™ a2 RN (i B g 4 J] v /e
FEPI BT/ INIT B0 X Sk A R R a0 RO R
AU K A5 (R ) 5 225 R I O, B 25
PR Gl IR RECAE . ] LA AR OG5 3R PPAh
ZAXE AR AL BRI S A 1 i 5. Hodp M 7E
W Sk I R BBV E A e e . a0 A i Sk I
PRI Ay i IR 25 1 FH 24 0 Bl 2 it (HRAE 48 h N B K,
PR VIR EAE

- 621 -

FEIEAMARIRZS (0 Tk T LA A8 5 e B 1) 459
(The Patient Health Questionnaire-9, PHQ-9)'"" Dl 7
A 1 % (Beck Depression Inventory, BDI) I
Y T £E JE & 2 (The State-Trait Anxiety Inventory,
STA-I) "' [ J7iZ P £5 J& % 5% 5 % (The Generalized
Anxiety Disorder, GAD-7) " Fl = [ £5 J& 4 AR & %
(The Hospital Anxiety and Depression Scale, HADS)
SEUHEAT VR o A BT T LA i Sk g R S R A
% J 2 7] 42 (The Migraine-Specific Quality of Life
questionnaire , MSQ v2. 1) i3k Jif 55 5 e A ]
4 (The Migraine Disability Assessment questionnaire ,
MIDAS) 2" fidt B B I8 A [7] 42 (The Short Form 36-
Item Health Survey, SF-36) % 2 JEA 1A o

4 HYEFFER

A DLAERIESE A 1B P 3 i 22 B (L, 6L
FE YT 2 T CELHE 2 ) A 7 4k (TRl 3 D) .
55 B A TR R 1N TAE (K 55 57 s R T 3
A5, 2 i S R AH SC B B B AL R 23, aT UM AR
fie 1 FiG 5)) 32 45 £ 3% (The Work Productivity and Ac-
tivity Impairment, WPAL) 3 4 Sk i 5% < 2 PEAS
14 MIDAS A HEAT P4

5 AREH

TENfR RSB, A R FF 2 S 2 Sk PG
Sr b p R A R FR R A3 JUHUE
ARG B2 A3 PRI BN RS, DZ R T
B A ARV D Sk TR 7 0 32 1 19 T2 BT R A

EPAE RN S X C Ve i N S R L O R B
EAE B £ 2 D3 2 B 2R LA M A HILR A28 il i PR
I IR

6 /N &

UEAEAR B N AMIEFE N BT TV 22 U i Sk T
TR YIRS X RS, 40 [ ST ST 245 [ 5 2% Sk
PR 2 J0K 32 M35 B30 A T B TTU I R A 92, K
FRM AT SR B A I A T B

171 A5 Sk TR 8 e PR, AT A A —LE R =
MR RIWTFE BT (D TEZ I e $E b, R WE e
HRLEPEAT 5 ICHD mP A fin Sk i (8, (N A bR v AR
D B BATE G S WTbRIE , LR i Sk T e e 1 245 )
AR I S s HEBRAR T R R AT mT ABRA M K
PRSI ST (EL AR [ R M e i Sk T R 24 ) 3 ke
T BFBRIMIBFTE A Z o () AR B Be i e it
T, K2 20 1 BELR IR BETT, WA LA L (] ot
22 A JRI Sk g A AR DU o LI , A /N oy
WFFEREBCTT AT BE TR 4 4 J B2 301 JF: DL 30 18] 74 3K
TGO g 78l R . BRI SR 5 Rl
R PR BRI Y 45 L, DR T RE I 4 i B2k
W B A E . (3) TIPS K 22 ey



© 622 -

TR B B o o 8 A A58 00 S o (4) R g ok 7%

T I 2 R B B AR A AR, 5

5 SRV Sk IR A AERT 225 R A L (EAR A

FEUL R A2 1EI 24590 Fh R0 B A R S 2

S35 6 300 1) PR R — 250, X T R T B 24 9 B

BIT T BOEAR WS J o (5) TEL s E M 5 T, 7 24k

B BT AR LA Sk 98 A VR B, 3038 B4l VAS TF

I3 B RAE S AR AR A 5T DI Sk g R

1 Sk IR R B AW ABFN A SRR TEAL Az T BT it 4R

W M AT 2 D M T A TN R

SRR B AR TR B, 20 TSR H g R

T390 H I 2, — SE ST 2 05 A Sk 0

OB A, i B S S IR VB N T L e 4K

Y T i 2 2 A5, AL BE AN, JS A0 1 I A2 A e A AR

P& BT b B XESE

PRIt , B9 35 107 1% 2 BRI B Sk 0 2 e 3R 1
NRAEPE S S0 ok OB i 8/ L 456 1 B
WEFE H Y RSBt O, MEIE D Sk g 0 BRI S0 B3 19
R E P A R0 Wyl | AP T L= R
gl Sk 9 DR 245 400 £ el P B AR TE 9 S04

P HRER: AL AR AAEF Z
»R.

YEZTTRRAERR: # R A T LAk E Tt
Sk AkE R AR E LR R T e BAEE
B BFEBERILFRE M.

a4

[1] Diener HC, Tassorelli C, Dodick DW, et al. Guidelines of the In-
ternational Headache Society for controlled trials of preventive treat-
ment of migraine attacks in episodic migraine in adults[J]. Cepha-
lalgia, 2020, 40(10): 1026-1044.

[2] Headache Classification Committee of the International Headache
Society (IHS). The International Classification of Headache Disor-
ders, 3rd edition[J]. Cephalalgia 20183 38:1-211.

[3] Bigal ME, Lipton RB. Migraine chronification [J]. Curr Neurol
Neurosci Rep, 2011, 11(2): 139-148.

[4] Serrano D, Lipton RB, Scher Al, et al. Fluctuations in episodic
and chronic migraine status over the course of 1 year: implications
for diagnosis, treatment and clinical trial design [J]. J Headache
Pain, 2017, 18(1): 101.

[5] Stewart WF, Linet MS, Celentano DD, et al. Age- and sex-specific
incidence rates of migraine with and without visual aura[J]. Am J
Epidemiol, 1991, 134(10): 1111-1120.

[6] Buse DC, Silberstein SD, Manack AN, et al. Psychiatric comorbidities
of episodic and chronic migraine[J]. J Neurol, 2013, 260(8): 1960-
1969.

[7] Efird J. Blocked randomization with randomly selected block sizes[J].
Int J Environ Res Public Health, 2011, 8(1): 15-20.

[8] Diener HC, Dowson AJ, Ferrari M, et al. Unbalanced randomiza-

tion influences placebo response: Scientific versus ethical issues

J Apoplexy and Nervous Diseases, July 2025, Vol 42,No. 7

around the use of placebo in migraine trials[J]. Cephalalgia, 1999,
19(8) : 699-700.

[9] Lewis JA. Migraine trials: crossover or parallel group?[J]. Neuro-
epidemiology, 1987, 6(4): 198-208.

[10] Tfelt-Hansen P, Olesen J. Methodological aspects of drug trials in
migraine[ J . Neuroepidemiology, 1985, 4(4): 204-226.

[11] Goadsby P, Monteith T, Yeung PP, et al. Long-term efficacy and
safety of fremanezumab in migraine: Results of a I-year study
(S38.004)[J]. Neurology, 2019, 92( 15_supplement) : S38. 004.

[12] Subcommittee IHSE. Ethical issues in headache research and man-
agement : Report and recommendations of the ethics subcommittee of
the International Headache S()(:iety[ﬂ. Cephalalgia, 1998, 18(7):
505-529.

[13] Lipton RB. Methodologic issues in acute migraine clinical trials[ ] ].
Neurology, 2000, 55(9 Suppl 2): S3-S7.

[14] Skovlund E, Flaten O. Response measures in the acute treatment
of migraine[J|. Cephalalgia, 1995, 15(6): 519-522, discussion
450-451.

[15] Kroenke K, Spitzer RL, Williams JB. The PHQ-9: Validity of a brief
depression severity measure[J]. J Gen Intern Med, 2001, 16(9):
606-613.

[16] Beck A, Steer R, Brown G. Manual for the Beck Depression Inven-
tory I [M]. San Antonio: Psychological Corporation, 1996.

[17] Spielberger G, Gorsuch R, Lushene P, et al. Manual for the State-
Trait Anxiety Inventory [M]. Palo Alto: CA Consulting Psycholo-
gists Press, 1983.

[ 18] Spitzer RL, Kroenke K, Williams JBW, et al. A brief measure for
assessing generalized anxiety disorder: the GAD-7[J]. Arch In-
tern Med, 2006, 166(10): 1092-1097.

[19] Zigmond AS, Snaith RP. The hospital anxiety and depression scale
[J]. Acta Psychiatr Scand, 1983, 67(6): 361-370.

[20] Bagley CL, Rendas-Baum R, Maglinte GA, et al. Validating
migraine-specific quality of life questionnaire v2. 1 in episodic and
chronic migraine[ ] ]. Headache, 2012, 52(3): 409-421.

[21] Stewart WF, Lipton RB, Dowson AJ, et al. Development and test-
ing of the migraine disability assessment (MIDAS) questionnaire to
assess headache-related disability [J]. Neurology, 2001, 56 (6
Suppl 1) : S20-S28.

[22] Ware, Jr JE. SF-36 Health Survey [A]//The use of psychological
testing for treatment planning and outcomes assessment [M]. 2nd
edn. Mahwah, NJ: Lawrence Erlbaum Associates Publishers,
1999:1227-1246.

[23] Ford JH, Ye W, Ayer DW, et al. Validation and meaningful
within-patient change in work productivity and activity impairment
questionnaire (WPAI) for episodic or chronic migraine[J]. J Pa-
tient Rep Outcomes, 2023, 7(1): 34.

(2456 &, TAH, D). AR BRI A OCRE 25 MG T ik
MBEFEHEREL ] T RSB, 2024, 41(7): 604-610.

[25] Zqefe, BRELE, Jo I5, 2. "PERZGIRYT M IR RAFTE
Trgo )], R EZGE AT, 2024, 31(4): 79-85.

GIEAR SC: BEUCOU, BERK BH, W g I . N & VR i Sk 8 T3 B P 3R 97
RGBT, P RS s g2k, 2025,42(7) :619-622.



