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Systematic Review of the Effectiveness and Safety of External Use of Vitamin K in the Prevention and

Treatment of Anti — Epidermal Growth Factor Receptor Monoclonal Antibody — Related Skin Rashes
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(1. Sichuan Clinical Research Center for Cancer « Sichuan Cancer Hospital <Institute> + Sichuan Cancer Center - Affiliated Cancer Hospital of University
of Electronic Science and Technology of China,Chengdu,Sichuan,China 610041; 2. Chongqing University Cancer Hospital,Chongqing,China 400030)
Abstract: Objective To systematically evaluate the effectiveness and safety of external use of vitamin K in the prevention and
treatment of anti — epidermal growth factor receptor (EGFR) monoclonal antibody — related skin rashes. Methods Relevant
literature in the PubMed, Embase,The Cochrane Library, Web of Science, CNKI, VIP and WanFang databases from the inception of
each database to April 2022 was searched and screened, the data were extracted, and the quality of literature was evaluated.
Descriptive analysis or Meta — analysis (by RevMan 5.3 software) was performed on the obtained data. Results Twelve studies
were included. The involved EGFR monoclonal antibody was mainly cetuximab,the dosage form of vitamin K for external use was
mainly cream preparation, the administration method was mostly externall use of vitamin K with a concentration of 0.05% to 0. 1%
once or twice a day,and the subtype in most studies was vitamin K,. The Meta - analysis of three controlled trials showed that
the incidence of skin rashes (> grade 2) in the test group was not significantly lower than that in the control group [RR = 1.18,
95%CI (0.96,1.45),P = 0.12],and the incidence of abnormal coagulation function and other skin adverse events in the test
group was similar to that in the control group. The non - controlled trials showed that the external use of vitamin K could
decrease the incidence of skin rashes (> grade 2) and shorten the duration of skin rashes,but there was no control group in the
above studies,so the protective effect of moisturizers and other excipients in formulations for external use could not be ruled out.
Conclusion Current evidence indicates that the efficacy of external use of vitamin K with a concentration of 0.05% to 0. 1% once or
twice a day to prevent and treat anti — EGFR monoclonal antibody — related skin rashes was unclear,and no additional safety concern

raised. More exploration is needed in terms of dosage,administration frequency and population stratification of vitamin K in the future.
Key words: targeted therapy; epidermal growth factor receptor monoclonal antibody — related skin rashes;external use;vitamin K;

cetuximab ; effectiveness ; safely ; systematic review

TESWHE: B R A RAFLEAE[72204039]; ¥k S A A AFHT LS R B [ZYCX2021J033 ;R T A KA A A [ este2021jeyj -
msxmX0467 ;v 4 T A& 4k R 2 5 & B 500 B [21P)115],
F—1EE M, o AL, 2 FHIF R 6 A AR F, (B F 154 ) chenyaxiaogui@126. com,
CBASVER AT, &, W, 81 AP, BF R @ A RE 2 i o ik 5 Ak R AL, (BT 43 4 ) jianggian_3805. student@sina. com,

101



@I
Drug Evaluation

¥ %

China Pharmaceuticals

2023 429 H 20 H (5 32 455 18 W]
Vol. 32, No. 18, September 20,2023

VU 225 BT L E 2 S A5 ) o 2R R AR KR
ZAR(EGFR) MR F bt 259, © MU R E4s B
o RIS TS ks <5 G O g ) R VR T T - 2 Bk
B IZR YR W RN, 2RI N g iyt il
Je 35 (WFRAHIERE 295 ), KA 35 80% , 29 10% 11
BE SRS - 4B -4 T s kG
Y15 O W RS T AR 11 FH 240K DA AR 58 L 1)
EGFR .31 2454 1) Bz ok 75 & s AL 4 A W A , R 9%
B AT RE 5 AR B JEk 6 R R Rz i i A5 3 A6 i 3 3k 1Y)
EGFR Z il A 3¢, N7 £ 50 48 il HaCaTT 200 A2 i3 19
SRR T SRR R R AL T Bl R R TR
N7 =00 AR SE B, $2 A2 #0 1m] EGFR LR IR T 1
Rz kb 5 Iu i R A AF W (PFS) LK WLZE /% (ORR) Fil
SAETFII(0S) Bl 38 25 AH OCL0 - 120 [R] I I A IA Ry 1
5 #11 1] EGFR 410 1] 570 AH 5P iz 92 vl 2 75 v 3 B0 1k
2E2PYR YT (RIRRAEST ) ) BiCfE fRIE T 7] EGFR
BT R FTR R, T AT 1% 25 W 1 g ik 7
HA BRI L.

H A7 A9 5 1) EGFR 30451 790 A0 562 B2 23R 97 O
22 A FR AT 29 W RO B B R A5 s 11 IR U 3
PR 25 5 T B e e DU 2 2 R A 3 B (A
T T8 R B G ), s R A AT TR 2 1 B ROk IR
R EA A e H B B R B > 2 G B Tk
PELST G R A DR o I R 52 B v, R A R AR A e A
18 I R B IR 25 T 2500 24 4 2 KA T i iR
1] EGFR FAHUAH S Bzl e) 4 A 25 K B R i 4k
ROABEZEKL K, K KR SRR IE 4 E E K
AT EGFR B 82 1k i R S AT 817 s A R ik A
Y A M EGFR B FL T i 38 B 118 - 190, I ol 3 1 24 1R
RTG 7 AR 5 S A B b B 5 11 A ) R AR 20
E A1 F 425 2 K AR 4 1) EGFR B4 AH M B2 335 v i 4
FH 8 AEAE 4P 0 5T I AS B 5 TR AULAE )32 G R Sk
et AT RGEVEANY , LA S F 4 R K B IR 1)
EGFR FLPUAH M 1 92 1 A R e 2k, izdigl
Yy 2 JUR T I PR B 38 A2 0 T A AR 2 2 B
mr,

1 &BER5HE
1.1 XEEER

it & HL K& & PubMed . Embase . The Cochrane
Library \Web of Science . "' [E 1% (CNKI) . 4E3% (VIP) Fl
J177 (WanFang) 548 2, Horb 3/ i SCBOHE B AR A I i
W7 2N, AR TS B —IF AR R K RIFBR
BREIE A R 2 202248 4 H KRR A 32 R A
FI H IR AR S5 A 0 07 20, ORI W9 SCRR 9 275 SRR L
#b T8 HUAH G SCHR o 9% SCRS & 1) h “epidermal growth

102

factor receptor” “cetuximab” “panitumumab” “vitamin K”
“vitamin K,” “vitamin K,” “vitamin K;” “vitamin K,” “phy-
tomenadione” “phytonadione” “konakion” “phylloquinone”
“aquamephyton” “menaquinone” “menadione” 4§ 5 HH SC K
B R B A A T 2 A 50 G 2 B A
HERK S

1.2 BN SHERR bR

AN BRI 5T B O [ PN D O e R BEHIL RS
HRCES (RCT) « H B X B8 L AN WE 5 5 51 %) HE AT
FE 11 2 ) A S 4IE T BRE O P S0 S B
FEXRAAFRE > 18 % AL EGFR FApT L2y sl 5
7, ST 4EA: 2 K BT 836 975 0] EGFR ST B2 IR T
PE AR 70 R R 2 A 3R KO AL HEBR [R] B 05 s ik
il A= 2R K, RIS 2 Bl IR 2825 Wnia T, & 01
AL RS s (7] Fof R JOR P o sl PR B DR g B2 £
A o T IR, 16 20 A B B 5 S 4 A 3R K TR
BRI HE I EGFR BUTUR O S92 s 0 IR Sl 45 722 B8
FRXE R L B Xk R A 24 0 %) TR o S AR X R R
WA A7) BRZH BR ]

HEBRARAE - A5 9 SCICRIR 5 B3k T2 6] P2 LR Y e
J24 23 (ESMO) \ASCO 2 BUE AT, AN RESR A SE BT IE
B Caneam 2 BOS SC (RIS s AN REFREASC

L5 R AatR: D = 295 (F1 I CATE ARUEHE ) &
35 QB IZ S A B S I 8] s DBRSE BBk DX SR
/NN B2 R RS s 4R 3R K A0 55 1 B R AN
R A A= 5 QB AR S 3 R A% P DB N
ARSI, DO R LSRR .

1.3 kit 5B AHRE

AN & G0 VF 4 M5 PRISMA (Preferred Reporting
Items for Systematic Reviews and Meta — Analyses guide-
lines) # #9'>'/, J5 % € #£ PROSPERO ¥ 3 i /# (CRD:
42021227004) .

H 2 44 0 58 3% b S 0 0 SCHR | 3 BOREORE I 28 X%
X, G 3 I U 3 ik phe S e 5 3 44 WE ST T B A
W o B UCTERH 6L 5 AN WT S A SE AR R, A4 IF 50
H R4 R0y B 555 s DX G A S AR AR
LG SN HE FEACRE AR AT 5 T RS I A BAR 40 T
LRIV I 25k S 30 R 28, 2 A 3R KM T 371
AR B TR A JRE A T AL 5 5 i fy DXURSE T A1 ) O B
B PORIESS RAR bRy 3 2 R
1.4 NTFR IR EXBEIEG

k% H] Cochrane 5. 1. 0 It T HE 7 09 0 o5 IXURS: 374
T HAFA RCT A B4 B 5 04 O A3 JXURS: 5 SR 2401 R
/R - 8RR (NOS) WA 44 A i BRZF 52 Fl s 491
XF RRBIFSE s 9 R0 191 2R SUASAE i R P 20 #r o el 2 449



202349 A 20 H 55 32 #5518 4]
Vol. 32,No. 18, September 20,2023

¥ %

China Pharmaceuticals

AWM

Drug Evaluation

M ST AT A RS D, I 38 SURZ X 45 5L, it 4
7 U A o
1.5 SitFERE

= %R K A RevMan 5. 3 8080 M, K6 56 K Uil
a = 0. 05, /3 2RAR R HHIXHE R B (RR) X 95% EAR
DXIE] CCD) RS AR AR , 2R FH 2 K6 3673 B 4 A 50 285 2R
] Fg S b (R B /K HE R R o= 0. 1), RIS  PAE S E
W S5 BT K B A R 45 2R (B JE G i 2 5 ik, W
SR FH [ 5 2550 7 A 7R 43 5 R 2 gk — 253 it S ok
VA, HEBR BA Gk 15 PR S 50k R 5 1 S5, SR FH B AL 200 g A 7Y
G3HIT o BH S DI A S5 o ek 2R FH I 2 - A sl etk - 45
D7 AT A PR AA T AR 3B, ARG 2 18] 53 B )
EBIAAER BT P < 0. 05 WESH G H¥5 L,
2 BR
2.1 NHEIHERRERESR

W2 K 2 AT 529 F SCHR , B 2O 12 5 o SRR
VAR UL 1,

IAGRBISCHR (n = 529)
PubMed (n = 121) , Embase (n = 243) , The Cochrane Library
(n=52),Web of Science(n =109) ,CNKI(n=1),VIP(n=1),
WanFang(n =1), FTKRGn=1)

SRSk (n = 266)
KAk (n =2) ’

Y
AR R (n = 261) |

) (44 A 2

HEBRSCHR (n = 218)

A
| i 08 ik (n = 43) |

34 3O BB Sk (n = 31) :
FEEF(n=9)
E AR TR PR 208 (n = 9)
AR % (n=1)
KRB (n=10)
Wk (n=1)
RFEFEPEL (= 1)

| mAxit=12) |
[
v v v v

RCT [EE=ec)iSnv oy BB (n = 1, Wi Z5 (n =8,
(n=1) (n=2) T s 1% 1) T3 sk g 51 B )

1 EkiFERE
Fig.1 Flowchart of literature screening

2.2 WMANHRBERESNEHE

125 SCHRELAR RCT 135022 By I 2 790123 241
T s o8 BRBASAIF 5 1 3025 TR f31) 25 91 8 it 26 =331 i )y
PESMNHHEAE 2R K 730 3607 RSN 3 35T [ i B P A
JTPESN 2 T Bk 1 ST 2 O 4 A2 3 K AN, R
HEE R K AR KHHTE N 0. 05% ~ 0. 1% ZH AT
FEI AT B FRAE I3 1A 2 [ %ty A B ) A
56, Xt g g S BERBA B BT, 5 810 A s 51 2 51 5 Article
RS P4 PG 2 BT, WA A e BT, 2 0 2P 3

R ORI R, RN FIZ BT, v s MR R
mCRC RS B s T iR 40, C M XF BR4H 5 TKI
T TR 8K T AT 71 551) 5 po R AR 5 qd B K 1R, bid Ry 5
K2,

®1 PAXHHEREE

Tab.1 Basic information of the included literature

%R B % R | LBk B R A
KEEN EA (3 4) SR

HOFHEINZ 2018/ & RCT(Article) 2011 — 2015
ERIKSEN 2017%! % # 5+ (Article) P

ISHIKAWA 2015 B k& B xH(ESMO) 2013 — 2015
J0 2013'%! 3 7 5 (Article) 2008 — 2012
OCVIRK 2008 Hi& LR I (Article) 2006 — 2007
TOMKOVA 20137 3 % J&3) (Article) 2010 — 2011
PINTA 2014 E KA A3 (Article) 2010 — 2012
SCHIMANSKI 2017 #& JA3) (Article) 2011 — 2013

RADOVICS 2010 K Hn JaF) (ASCO) 2008

PINTO 20115" ZRA J%3) (ASCO) 2010
OCVIRK 2010 K %) (ASCO) 2008 — 2009
OCVIRK 2009 K 4o J%5) (ASCO) 2007 — 2008

2.3 WMANHARBREEFREIEN / XERETFNER

g A G BEBIE 5T 1) A 437 IXURS: TF 4 245 2R UL 2 3 (H:
- R A AR R AR AF A RIS J2) o A A DT )
HE BB BF 58125 %) SRR 5 & NOS F- 43 ok 8 43 (v 2
FE AR RN B N R ik SR LG T
NREE ) 45 S F8 A I 9% 45 R R T RN (B R kR
Jei BB 7 ) B) R A SR A | R R RN E R R 4 B VT = A
FEASAF o BT G S R R R S R A
B AL F AR 2 2 AR R ER A BT RS0, R
W A1
2.4 BRI
2.4.1 HBMAEAT

> 2RI R A AR e SCHRRGE L B4 3 0% REASF
FEL2224- 51 6 T 1] 2 4 F 5127 - 320 ) H b B 2 TR
FE0 -3y ] B FU B 1 A 7 TSN 4 3 KA, oA
Y50 T M 1 o 3 T B 5 8] JE S v (P = 0. 78,
P =0), R [ RO A7 o3 A o 285 5, 30 2 Fxt B 4
W = 2R B RAERTG %25 [RR = 1. 18,95%CI
(0.96,1.45),P=0.12], WLIE 2.6 Wifs ] R 51 v, Fipl
PESN4EA: K B 4 9T > 2 995 KA o 5k
25%27),37.5%!28) |42, 6% 21 F 14. 6%!32) , [G] INF ¥4 F7 It
FFB S B 53518 49901 F11 12, 5%

Bz 9% e A s v B ] < i 9 Sk A 1R
Ry Iy s % REBA S A5 125 0 LAy 4 5 126-29 - 3033134 Shy i 451
FHN(WFRA) T INHAEA R K TG B > 2%

103



@AM

Drug Evaluation

¥ %

China Pharmaceuticals

2023 429 H 20 H (5 32 455 18 W]
Vol. 32, No. 18, September 20,2023

K2 MAHROERIFE
Tab.2 Basic characteristics of the included studies
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Fig.2 Meta — analysis forest plot of the incidence of skin rashes (> grade 2)



202349 A 20 H 55 32 #5518 4]
Vol. 32,No. 18, September 20,2023

¥ %

China Pharmaceuticals

AWM

Drug Evaluation

F4 WNHRBEZ R ESIFHE AR ECE
Tab.4 Summary of median time of onset and improvement for

skin rashes of included studies
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