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Mining and Evaluation of Skin Adverse Event Signals Induced by Dipeptidyl Peptidase — 4

Inhibitors Based on FAERS
XING Tingting,CHEN Guanghua,LI Wendong
(The Affiliated Hospital of North Sichuan Medical College ,Nanchong ,Sichuan,China 637000)

Abstract: Objective To provide a reference for the rational use of dipeptidyl peptidase — 4 (DPP — 4) inhibitors in clinical
practice. Methods The adverse drug event (ADE) reports with DPP — 4 inhibitors marketed in the world as the primary
suspected drugs for each quarter from 2010 to 2021 in the Food and Drug Administration Adverse Event Reporting System
(FAERS) were collected. The ADE signals of DPP — 4 inhibitors were mined by the reporting odds ratio (ROR) method,and the
skin ADE signals were extracted and analyzed by the system and organ classification (SOC) in the Medical Dictionary for
Regulatory Activities (MedDRA). Results There was zero ADE report with gemigliptin, omarigliptin, trelagliptin, anagliptin and
evogliptin as the primary suspected drugs. There were 192 131,2 034,6 787,3 635,4 532 and two ADE reports with sitagliptin,
vildagliptin, saxagliptin, alogliptin, linagliptin and teneligliptin as the primary suspected drugs respectively, corresponding to twenty,
four, fifteen, ten, fourteen and zero skin ADE signals respectively, among which, there were eighteen, two, seven, nine, eight and zero
ADE signals not mentioned in the drug instructions respectively. Among the patients with skin ADEs, there were more females than
males taking alogliptin, while more males than females taking sitagliptin, vildagliptin, saxagliptin and linagliptin; most people were
over 65 years;the duration of medication was mainly half a year to one year for vildagliptin, while that was mainly within six
months or more than one year for sitagliptin, saxagliptin, alogliptin and linagliptin; the main dosages of sitagliptin, vildagliptin,
saxagliptin, alogliptin and linagliptin were 100,50,5,25,and 5 mg / d respectively;the clinical outcome of patients taking sitagliptin
and alogliptin was mostly hospitalization, while that of patients taking the vildagliptin, saxagliptin and linagliptin was mostly others.
Conclusion DPP - 4 inhibitors can induce various skin ADEs,and close monitoring should be carried out during its clinical use.

Key words:dipeptidyl peptidase — 4 inhibitor;skin adverse event; FAERS;reporting odds ratio;signal mining
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Tab.1 Fourfold table of disproportionality measure
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Tab.2 Skin ADE signals of sitagliptin

- AR - REHE ROR(95%CI) A
EXLA P4 AERR
pemphigoid FRAR 174 9.29(7.99,10.81) i
skin ulcer KRS 93 7.41(6.02,9. 1 ) %
decubitus ulcer ik 85 2.99(2.41,3.70) %
skin neoplasm excision KM AR A 53 21.75(16.43,28.80) %
abscess drainage 3 idAb 48 13.78(10.30,18.43) %
ecchymosis s 47 2.02(1.51,2.69) %
stasis dermalitis Sl Y 37 14.28(10.25,19.90) %
dermoid cyst g2 4 24 19.47(12.85,29.50) %
skin abrasion KHE i 76(1.18,2.63) %
skin lesion excision KAtk 2 54.44(34.31,86.37) %
cutaneous vasculitis KK AE K 15 11(1.87,5.17) i
eczema asleatotic 2GRS 15 9.59(5.73,16.06) %
skin cyst excision Bk G kA 9 92.78(43.13,199.62) %
skin oedema b3S 9 2.89(1.50,5. 58) %
photodermatosis KM B A 8 5.50(2.73,1 %
skin turgor decreased A A T 7 15(2. 44,10.90) %
dermabrasion RREAIR 4 13(12.00,97.08) %
excessive skin KA 4 5. 62(2 09,15.1 %
erythema annulare TR 3 4.39(1.40,13.76) %
skin operation KHRFA 3 4.42(1.41,13.84) %

2.2 HHER
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Tab.6 Skin ADE signals of linagliptin

%3 BEIITEHRRERES
Tab.3 Skin ADE signals of vildagliptin
ADE% % & Hin
ROR(95%CI)

EL L P4 HlE AERR
skin injury Bk 21 184.32(119.71,283. 80) 5
skin discolouration KK EFFF 18 11.23(7.06,17.87) %
dermatitis bullous XA & X 3 13.73(4.42,42.62) b
pemphigoid ESR XS 3 13.70(4.41,42.52) b3

x4 DEINTEBEAREGES
Tab.4 Skin ADE signals of saxagliptin
ADE % e HaiR4
- - ROR(95%CI)

EX A A it RERR
uticara A 3 19001.33,2.70) ke
stevens - johnson syndrome FRLH-ABBEAE 15 6.86(4.13,11.39) %
pemphigoid ARA% 13 17.98(10.43,31.01) #*
herpes zoster TRER 1T LS0(L13,2.71) %
ecchymosis Rt §  9.27(4.63,18.56) %
skin uleer KBRS §  2.57(1.28,5.14) 3
pelechiae A 4 3.48(1.31,9.28) %
squamous cell carcinoma of skin & Sk AR5 4 5.59(2.09,14.89) %
acarodermatitis Ratkg 3 02.47(7.23,69.83) %
dermatitis exfoliative HARBEL 3 5.74(1.85,17.81) 7
dermatitis exfolative generalised 4 A RILE £ 39.98(3.22,30.98) I3
generalised erythema hhhs 30 39(1.22,11.77) %
shin reaction KRR 3 1.99(1.04,6.19) %
dermatitis allergie HARLK 3 L38(L71,7.40) I3
drug eruption %% 3 L62L32,5.03) I3

x5 MIEINTEHRAREHES
Tab.5 Skin ADE signals of alogliptin

- ADER - REHI# ROR(95%CI) AL

EX A (8 €1 RERK
pemphigoid FXAS 80 206.63(163.29,258.31) %
toxic skin eruption P EELA 17 30.68(19. 04,49.43) %
eczema B 12 7.08(4.01,12.47) %
erythema multiforme % #4405 11 20.50(11.34,37.07) %
papule &5 5 13.24(5.50,31.83) %
skin ulcer S 5 2.94(1.22,7.07) %
rash papular U325 4 01(1.13,8.02) %
dermatitis contact BAME X 3 4.49(1.45,13.93) %
rash vesicular KAM LA 3 12.25(3.95,38.03) %
skin erosion RIREE 3 16.17(5.21,50.21) F

KAWL W HA T E R ENERTELII(FERI0H,
TER—IH W, 55077 H#E, P < 0. 05; 5 B 4% 41
TTHHE,*P < 0. 05; 54Er& 5077 Hede, 2P < 0.05) .

3 itig

E LT DPP — 44055 o, S5 AR ST AR SITT

ADEE5 ) Bt
' , REHE ROR(95%CI)

ES@A XA RERR
pemphigoid £ XA 4 4.34(1.95,9.66) x
rash pruritic RARFR 20 61(4.83,27.92) %
dermatitis bullous KK K 18 40.18(25.27,63.89) %
urticaria N33 17 66. 64(34.58,128.42) I3
skin lesion KBRRE 14 6.25(2.01,19.38) %
skin ulcer KRR 11 24.93(9.34,66. 53) %
fournier's gangrene 78 R IFA 9 101.91(76.35,136.02) %
dermatitis KX 6 4.70(1.51,14.58) &
dermatitisacneiform B K 5 5.99(3.86,9.29) %
rash vesicular KA RS 5 17.50(7.27,42.09) 3
vasculitic rash 2% KR 5 7.00(4. 14,11.83) b
infected skinulcer &b B B ik 4 5.55(3.07,10.02) §
gangrene R 3 64(1.02,2.65) %
pemphigus XAR 3 89.49(37.09,215.91) %

R EBETAREBHRERABEESRITH(%)]

Tab.7 Medication information of skin ADE reports [case (%) ]

BT BT gRdlT BRI AR

T (n=684)  (a=45)  (a=115) (n=143)  (n=167) v i
3] 7 384(56.14)  37(82.2)  80(69.57)  62(43.36) 106(63.47)
% 300(43.86)  8(17.78)  35(30.43)  79(55.24)  60(35.93) 3187 <0.001
B% 000) 0(0) 000) 21.40)  100.60)

b B-d5 00 00 ALM 00 s
Be655 8409 36.67) S 3865 M(1437)
S6F 166042 5.3 BE0H) 04T 12006.05) B
5 BOTLE) 000 4B4) 1070 8(4T9)

Afwk <0 B9 00 00 20608 BT
A~104 Q614 000 10670 (167 2(13.17)
B354 (44 0556 00) 42800 11659 3.5 <0.00
S5d S00) 00)  8(6.%)  140.79)  31(18.56)

S SUATL) 3(84.44)  97(84.35)  T8(54.55)  80(47.90)

REAE 250/ 8(4.79)
5/d 20.9) 103.4) 4(06.%)
6.25¢/ B0)
12.5¢/d 10(6.99)

Beld  1(LT) 71(53.5)

S0g/d - 136(19.88)  22(48.89)
100g/d 429(62.72)  21(46.67)
£33 105(15.35)  2(4.44)  111(%.52)  23(16.08) 115(68.86)

REBNTT 2 ZARHNTT ARKMESUIT A% 51 7T 249 00 B ik
ADE fit iy, B &l e 5 _ LR 25 W) R AESEE By k. v
F&HNTT A4 5 R A Al DPP — 44457 22, 1X Al fig
5 PURE ST Ly ik ) e 4 i PRAE AL 224 56 . P A 471
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Tab.8 Clinical outcomes in skin ADE reports

L) EEANAER BT ARAS BE EARRF LMEEER

BH#I]T (0= 684) 246 s 4 48 0l
BHFT(n= 45) 14 11 4 16
YHAT (0= 47 2 2 1 63
FI#5) T (n=143) 68 13 3 1 58
485177 (n=167) 56 5 6 6 94
IHE 67.20

P& <0.001

®9 EEAREHHELKRER(FISE)
Tab.9 Top five countries reporting large quantity of skin ADE

reports
%4 A Bl H FINEE 3
mI) T (n=684) £H 512 * B 16
*E 77 (R 10
B A 73 EE 7
E e 6 | %I T(n=143) BA 141
%E 5 P [ 2
%t iT(n=45) 2BFT 23 [HBIIT(h=167) #*E 41
*E 2 BEXA 28
HIF 1 #hwyg 12
Rt 19 B\IET 9
WHIT(n=115) A A 26 2HF 8
(5 25
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Tab. 10 Pairwise comparison of patients’ genders and clinical outcomes

RA BAFIT GAEINT RSN FHINT ARST
e 384 377 80* 62 106*
* 300 8" 35° 79 60°
%k T 115 11 e 134 56
FERABAER 246 14 47 68 56
LR EER 21 16 63 58 94

*11 BEERRAAMNKARHILRER
Tab. 11 Pairwise comparison of patients’ ages and duration of

medication

A AALE B Pl | A AL HE  PH

MBI BRINT 2823 L000|| M#MK MEAT-ARIT B4 0256
H#FlT - 4850 46,00 1.000 ARAIT- B30T 6219 1,000
H#FIT -l 6.4 0.068 HsslT- A%l 7.00 <0.001
A& - A% 220,61 <0.001 mw/ YRAT 8891 0.006
BRI -S89 1.000 P-4l <2677 1000
BRFT- BT 3020 1000 H&% T-BBAT <4160 0.001

|
i
|i
|

BRI - ABIT 19238 <0.001 HBIT- %30T -53.49 038
BRI - DB 1443 1000 BRI - BRI 1483 1000
BARINT - ARENT 17459 <0.001 PINT- AT 2672 1000

3l
[i
|
[i
|
i)

UHIT - ARFNT 16017 <0.001 BIRIT - AT 1.9 1.000
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