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(Abstract] Objective To investigate the causes, treatment and prognosis of drug—induced liver injury (DILI) caused by
Huangyaozi (Dioscorea bulbifera 1.) and its preparations, so as to provide reference for clinical rational drug use. Methods
The hospitalization data of 43 patients diagnosed with DILI caused by Huangyaozi (Dioscorea bulbifera 1.) and its preparations
from January 2015 to October 2020 in The Second Affiliated Hospital of Chengdu Medical College were retrospectively
analyzed. The patients were classified according to the criteria for clinical classification and judgment of DILI formulated by
the Council of International Medical Organizations. The liver function status and clinical manifestations were recorded, and the

clinical causes were analyzed. After conventional liver protection treatment, Huangyaozi Jiedu Prescription combined with
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reduced glutathione treatment and plasma exchange treatment, the clinical effective rate was calculated. Results In 43 DILI
patients, liver cell injury type accounted for 20.93%, cholestasis liver injury type accounted for 44.19%, and mixed liver
injury type accounted for 34.88%; the levels of total bilirubin (I'B) and direct bilirubin (DB) in patients with cholestasis type were
significantly higher than those in patients with hepatocyte injury type and mixed type (P<0.01); the levels of alanine aminotransferase
(ALT), aspartate aminotransferase (AST) and alkaline phosphatase (ALP) in patients with cholestasis type were significantly higher
than those in patients with mixed type (P<0.01). The main clinical manifestations were skin and sclera yellow staining (69.77%),
fever (62.79%), poor appetite and fatigue (58.14%). The main cause of liver injury was taking medicine for too long and taking
too much. For non severe acute liver failure patients, the clinical effective rates of the conventional liver protection treatment
and Huangyaozi Jiedu Prescription combined with reduced glutathione treatment were 95.65% and 100.00%, respectively, and
there was no statistical significance (P>0.05). Conclusion The clinical use of these drugs can cause a variety of types of liver

injury, and it is necessary to pay close attention to the dosage, duration of use and changes in the patient’s liver function.

(Keywords) Huangyaozi (Dioscorea bulbifera 1.); drug—induced liver injury; reduced glutathione; liver function; retrospec-

tive study

T 251 B HRE R LY 1 (Dioscorea
bulbifera Linn) i) T #8252 T EACANE B (T
SR A), AV IE AR, AN T BB AR
B2 ) A AR L R T R R
A DL B RE N M AR A S T, BN
MG B, B2 B UM DU PUR BT
SAALAFERT . PR I PR B8 F TG T IR AE | FR R
iR W PR 25 22 R B R [ op B 2 Sl g
MR, A CH 21 K H A Iy 50 BARTE I 2 50R
BN HINA Y ERCR R, (HIRY 7 R R W B
B2 RIAE AN 25 2000, JCH LT 2 P S84
AR S [ B S 45 0 B i 2 R AR R 5 | RS 24 W 1 T
#1451 (drug—induced liver injury, DILL) 11 PR %5 1,
DA SR e 25 WD e i R 1 4 B0 P SR AR 4l

1 FREFHZE

1.1 BFRA S

TR AR 12 2 e 55 B e R e T 2015 4F 1 A
2020 4F 10 H#:12 M & 1o W GE R 2 1 S H w57 2L
DILL (55 1] 62 1, AR rfr A8 B2 2 23 JFF i 27 43 23 24
P PE G 2 41 2017 A7 2 0 (2 v I B 5 12 16 4
B SR RUCAM PH2R G R IF 4 & & % DILL
T2 W, It FH 2 %2 2 s ik ) s A B8 R 26 (A
YN AEUR AR ) FERE 2 R IR 25
REAE 22 P05 . P25 RN 7 S5 AT P40, 4%
WRIME RIS A S G (1) 70 ME>8 73, el BE 5 (2)6~
8 4 AR TAIHE; (3)3~5 4, A fiE; (4)1~2 43, A K AT
g5 (5)<O0 4, Tk, MeAh  HEBRR M I 48 etk

JHE TEAS P TR 3t A% A T i v e
A H A 2 1 A
1.2 W55k

A A 5] B 3 AT i, A e 0T BE A B2y T R
il 7730 DILT 835 0 D i i LR ol AR 1% mli e
I R sl R sl 2 R R B T I R IR AR
fiIE Ty e 45 52 50 25 AH OGRS A 45 R IR IT KOS AF R
HGEEL,
1.3 Ry

4 ] B B 2% 20 238 55 25 il 3T /9 DILI 16 PR 43
RN ARAE2 AR R (E 8 2 AR R 258 . (1)
JFF &40 e 453 453 Y . 4% P9 % (B (ALT) =3 ULN, H R=
55 (2) REy JA FRAL e M W R B (ALP)=2 ULN, H R<
2;(3)IRAM ALT=3 ULN,ALP=2 ULN, H 2<R<5;
Ho R=(ALT SZi{5/ALT ULN)/(ALP SZ{E/ALP
ULN),
1.4 TPk s

()AL I ARIE R ARAF 58 427 2k sk P S i3
JF Ty e AWK B2 0E B Il B 3 30 B (PTa) 67K IF
5 (2) IR i W RAE IR G- 5 | I D RB R AR B0 IR T T
% 50% LA I, 5% PTa 3T L 50% L)L L5 (3) ok .
JER RAE TG B3, BF D RE (PTa 45 A5 JC B I ok 3% 5k
e Hedr gl B 1A R TR
1.5 Gtk

K H SPSS 22.0 B4 X B s b A7 b B 1 6 T
BEUL “xts " TR, THEUSORE DL 43 R ROR IR 73
S REAR D04 8] U R ¢ K36 16 9T M s 1
BLZH ] L3R D Fisher KB K 35, P<0.05 0 25 5 A

Gt E X,

A



1444

W1 R TP s 24 K2 244 hitp://hnzyydxxb.hnuem.edu.cn

2021 55 41 &

2 R

2.1 —BAE
62 1l i 2 HEA B AW E 43 A ARBT ST

P19 1(44.19%), L 24 $1(55.81%), 55 L il 1:
1.26 ,4F1% 17~87(52.30+12.20) % .
2.2 RS BFD gk il

43 {5 DILI 835 i JFF 4t 453 475 7 9 451 (20.93% ) |
JRHIAFARL 19 4] (44.19%) Sl A7 15 41(34.88%) .
3 il R 43 L AR I AR A e R B L SR L(TP)
2R 1 (ALB) S v— 4% 20 55 7% 8 (GGT) ¥ L 4t it 2%
B (P>0.05), 5 T4 M5 05 BYFNIR & BUAH LG BT
TR AR R 3 RUIBLT 2R (TB) M4 LT 3 (DB ) /KT
W3 55 (P<0.01 ) ; IBVH IR FRAY 8 25 19 ALT 45 R
ZABE(AST)A ALP 7KV ¥ 8] i & TR A 4 (P<0.01) .
W1,

1 43 6] DILI &2 5 5k 5 B 5 B TH B 15 (vs)

2.4l PR 23

43 5] DILL 835 A 19 51 88 3 2 iR F B8k
FHECZF i 250 R 1 U 05, L o 88 25 A
HEE MES RATEEATIREE 6 6 L)k
2y R MR 2y B 2 ik 500 g DL 134 8 i 5 46 4
W JRLER)BHAEZE=15 ¢ & 56, 24 HlEH
MR T & 2 & T w5 ) IR o
=9 11(20.93% ) e 3 A= 3 7 11(16.28% ) |
MR IR 2 B AL 8 41 (18.60% ) , LA L3 2,

R2246IDILI BERAELGFEFHFFER

WHTHE I JH 700 5 437 /£
75 1l 5 N>30 d H D>S N>30 d H D<S 20 d<N<30 d H D>S
ELIE 6 0 3
WA 5 2 0
JEEF BEATTAL 2 5 1

N5 R A R A RA T
LD
(n=9) (n=19) (n=15)
T (B, b)) 4/5 8/11 7/8
ER Y 52.17412.50  51.76+9.20 50.23+11.03
A B K K/d 16.28+6.24 18.70+4.79 19.07+7.58
TB/(umol - L") 127.21438.50  164.12+18.05%*  71.21+4.87
DB/(umol - L) 69.54+19.84  100.85£16.25%%  59.49+11.12
TP/(g- L) 64.58+7.10 67.94+5.29 69.49+8.27
ALB/(g+ L") 39.45+4.21 37.94+5.17 41.19+4.25
ALT/(U-LY) 507.01+43.78  117.18£16.27%  346.62+19.85
AST/(U-L™) 274471847  320.36+24.38%  238.25+47.92
ALP/(U-L7) 192.48+6.83  314.58+38.59%  389.20+22.48
GGT/(U-L™) 102.13211.89  104.14+16.61 106.91x16.66

T 5 AR5 AR L, 4 P<0.01 ; SR & A [, #P<0.01

23 IfIREHR

43 {5 EB 3 R I A B L A RE R A 465 B i DL
B YL (30 B1,69.77% ) , KR (27 11 ,62.79% ) , 4H 2% |
Z J1(25 11,58.14% ) FiF AL IERE IR (23 $1,53.49%) .
UE Ak A D HOR A R kA T RR (6 f1],13.95%) |
K (3 611,6.98%) K K (1 11,2.33%) .

TE NGRS B D 2 2 H RS 10 W] A3 ML AE )

2.5 iRIT LR

JIe A5 i DILL 2 W Wt s 24 57 BIASEHT T A0 56
HUFR i 254 . 43 Bl R W AR IR T 5
5 (A AT W H K H R R T R R
FEAR) B EH 23 Bl E 9 B LrE 13 i 1 i
JOR 5 K B2 1 it 3 07 (ROKRMD 3, 2508, Wil , 55
B dkme Wik R LEH R RAREE A 30 g, B ) B
A JE RS B H IR T B R 18 R R 10 4] b
2 8 {51 SR I 3K e ffe (ol T R A AR T, T A
I ) VR B 2 .1 Bk 1 BT, R
R IY 7 58 5 B2y T2 07 5 1 IR0 A3 B H IR
T0IT T3 S B RAT R0 28 52 T 4E i 5 L (P>0.05) .
W# 3,

3 i

W RN IR G Y
W ZRAL &8 2R A S il N RS P B H A
RALE Y, A PR /Ny 1 Bl S AT A2 W 550,
K PR E B S O AR A I R AT DG ATl T,

% 3 43 f5) DILI B2 & KT RFEER

RITTT % n JFRR/(d, x£5) A/ by 119 TR i R AT %83/ %

HRLAR T 23 17.17+4.20 9 13 1 95.65
B2 i AR 7 IR A I SRR AR e H K 18 25.06+5.25 10 8 0 100.00

1ML 3 4 2 21.00+9.90 0 1 1 50.00

TE < U0 BE I AR A L B ST S U, T R DA B R AT 5



2021 55 41 &

1R T 25 R 2E 2= hitp://hnzyydxxb.hnuem.edu.cn 1445

W 5212020 B, 4R B o il RS R B
(diosbulbin B, DB)J& 5| -5 P i 2 2 i 1IEH
RS DB A HA #E ER N LT 2518 CYP3A
HEAL , 454 v i) ke ol R T 2R T RO R 1Y
Ve A B S 53 50 5k R | £ R R
A IO A S AH 17 1 AR T 5 | R P B P L
W W A5 PIIF 5% TIE 52 0k e 2R 2 DB 1 ) G g
HhEH .,

W PIR I, B2 F R IRt 5 25 1 24
I E) 22 IE ARG, BEAE B PHA R 24 35 25 7 57 o 3k 2]
500 g LL_EF, B AT R SRR AR, L L R
HMRH 2 TOKATH 15 of/d,1%ES5E 6 d Jm B E0AT
BidEk , BRI 2 F B A EAL 90 ¢ M FARE
AT 19 IR 8 255 h 25 i v 1R AR 6 191
(13.95%) ; 3% 22 MR 245 I ] 504K, IR 245 6 2 £ 3k 500 ¢
PLE#E 8 i (18.60% ) s KW N (1 2247 ) B H A= 24
=15 g & 501(11.63%), LI EEIREERW , EHN
(1 JALEA )M H AN =15 ¢ oi%E 2 R ARk
500~1500 g B, 85 25 25 0 F Al S SR 65 45
&

ARG AT 24 B R T RN AR R R
SiE | IR R T RE T HEAE 08 R 2R A R RS
OGP T & B2 TR Il 8 B
2 WoR A 17 BR RS EEVE Ry, A 473 FH 25
R SETSBOFR R KA o IR oL 4 7
Fr BB TTAL R A 1 T 25 B 53591 (49.83+
34.89).(152.71+28.66) ,(47.50+11.17) d, 5 1lfs PR k26
T8 — B, % #2552 5 R o i — 2 e #r
B4 HESF S U R R R 5 R D 22 A ik i
A P e AT ah A rpn] 7 A o ol v RO AR
X 4 S F e P AR PTG S A R BU N R
FE A AR IR A0, R, e AS BB HEBR &2 il ) p
N h e Sl I ik 2 Y (T I Fo s N
99 191) B SCTR AR TE | 25 1 3 B 2 5 | R M 0 0 R
DRV 7 IR R 8 28 1 S L5 05 il R0 sl o 7™ A 4 R R
SE R ST RR IR, 3 T W A T RE

55 A SCHRAH B AR B 5T TR AR R 9T O
LA AR AR, 16 AR EAR A J5 R ) f 5 i 4 i
FAFI R R ERE PR B 2 A 06 5 18 B s )
B B R USROG, SEBR b 3R Rl = W],
W H BRI IR YT O A = B 20 T 2 T B A

7

b B A IR R, FL e R A RIS B, kg e]

WL, B 21 K 5 i 390 5 R 4 B4 A TS R4, R
o 8 A5 24 0 20 — Be st [W)3E 7 5 I S AE I
WA,

B 21 5 R T RE M A LA B 1 I BIL ) 6 45 i o
i AR s BRI | AE L AR (4 R PAS0
i 28 AR S R IR TR G R S5 1 A SR A0
WEFER R B, I8 H A BTELRR P AGE B
L T A% AT i A () B8 BIL A A s/ e o 24 1
EA IR 3 o FRAE TS A B, 25 U R S A H R R
i 5% 3% W 9 1) 249 RT3 58 5 25 1 ) 1k DO FIRE A
FORFREPE, HOEE B AT BE 5 40 ) AR B 4 A O
WSRPUAAMKA G, ABFITHAY 43 P18 A 18
191 308 o B 24 1 i B O R O SRR A B H IR E AT R
J7,3~6 JA i 2 U B i R T AL, 5 AR T R
JYOT ML, 2257 G X (P>0.05) , B2 Tl
BT ORI B BE R BEREIR SR, e A A
B, A ROMEEAR A B2 TR B HE Y, R
LN PN E i S BN R\ IR T I = (U
4 o AELER T T8 B 0 B8O RO a1 I )
PRI 7 28 B AR S gt BEAIL 0 7 2 Bk — 2P I

8% 3Lk

[1] 2 &R, H 3, ZpfW, 55 80245 7 I 8 Ko 2 e AL AT 58 ot
R[] AT EE 25T, 2020, 38(12): 100-103.

[2] =A%, PEeAE. 825 T AT SR tE DTS kR )], 1 B 2 2 5
SCHE (1% 2 B T T)), 2020, 20(10): 46-47.

[3] #esrd, @ #, 6 . DR TR RN KRR AR R T Bk A5
HERE)]. AR 244, 2017, 32(4): 1659-1662.

[4] ZHAO Y, KONGSTAD K T, LIU Y Q, et al. Unraveling the
complexity of complex mixtures by combining high —resolution
pharmacological, analytical and spectroscopic techniques: Antidi-
abetic constituents in Chinese medicinal plants|[]]. Faraday Dis-
cussions, 2019, 218: 202-218.

[S] ZHANG Z Y, LI H, LI W, et al. Evidence for polyamine, bio-
genic amine, and amino acid adduction resulting from metabolic
activation of diosbulbin B[J]. Chemical Research in Toxicology,
2020, 33(7): 1761-1769.

[6] JTfERE, BuddR. B2y 1 KIR R R BUT B0 3 B4 ()]
I R BT I 2% 75, 2019, 35(12): 2780-2782.

[7] #5%ds, TR, W T2 Ir SEYTENT 5 —H[)]. B R
5%, 2016, 8(29): 88.

[8] FEENME, % 3%, B A, . WZY T U5 S0 BUM G IR
2 AR A BRI, 25543k, 2017, 52(5): 753-759.



1446 1R T 25 R 2E 2= hitp://hnzyydxxb.hnuem.edu.cn

2021 55 41 &

[9] XIMEAE, Jr  #, FICHE, . bRt QTG HI O g ik e[,
sl 2524 ), 2020, 38(6): 177-181.

[10] Wit ok, W ARMd, BRAEHE, 5. oh 2y 24 Z0m o0 T E 2 1 5% i
R IEEJEL)). IR IR A B 252478, 2020, 13(27): 179-181.
[11] B PR o R 2 4 S 2 b G 2 . 25 W e B 45 12 3R 18

R[] SCHAFIERG 245, 2017, 20(2): 257-274.

[12] CHALASANI N P, MADDUR H, RUSSO M W, et al. ACG
clinical guideline: Diagnosis and management of idiosyncrat-
ic drug—induced liver injury[J]. The American Journal of Gas-
troenterology, 2014, 109(7): 950-966.

[13] HAYASHI P H, FONTANA R J. Clinical features, diagnosis,
and natural history of drug—induced liver injury[J]. Seminars
in Liver Disease, 2014, 34(2): 134-144.

[14] ROBLES-DIAZ M, LUCENA M I, KAPLOWITZ N, et al. Use
of hy’s law and a new composite algorithm to predict acute
liver failure in patients with drug—induced liver injury[J]. Gas-
troenterology, 2014, 147(1): 109-118.

[1S] MR, fof ey, K, . R B B s 1 E S
2009 42019 4F 2 41 24 4 VR 451 405 8 35 00 I R BB AE 2 25 Ak
PTG AATFRAG 2455, 2020, 36(10): 2248-2252.

[16] RICUk, MRETEE, AW, 8525 T2k o OF e JR ()] VLo
BE 25 K224 4, 2020, 32(2): 117-121.

[17] B EB, B SR, #Ra7, 5. 3T FF5 05 9006 R B 56 R I #5251
KRR BT HLRI A SE )], P25 253 511G R, 2016, 32(6): 144
149.

[18] ZRER3C, VLIRM, TRz, 5. 8255 K30 00 I 2 0 X L
PEY) BT EL R FE[CL/ 2012 4F B 25 2 R o BB A T o [ 2
Ul e sC . M at: P E 242, 2012: 12.

[19] % 3%, BRG:ss, A0, 4. SEF AR ACH R 45 43 0 v 25
W T INFERPE(]]. 252824, 2011, 46(1): 39-44.

[20] PhEse, #aT. N[ 8 25 T P s 2 3R & B AE ().
[ 2 34, 2015, 34(7): 935-937.

[21] WE, Br4 =, BRifEA:, . 8257 nJFNERE PR oE). T E
Hh 25757, 2003, 28(7): 661-663.

[22] AE2Ewz, kWK, FERFHY, . MR B HUN RS G0
R 2 BESE ). TP E 2557, 2018, 29(22): 3046-3050.

[23] LI W W, LIN D J, GAO H Y, et al. Metabolic activation of
furan moiety makes Diosbulbin B hepatotoxic [J]. Archives of

Toxicology, 2016, 90(4): 863-872.

[24] BARGH, XU, B R, S B2 TR 2 KA 0N RUIT
R 05 ) - -G R[] 2253 SR, 2013, 29@): 96-98.

[25] A, MR, BR/ANMG, S w2y T RN BOF R 78 4
I R A3 AT [J]. w5288 0 3 2 Ak, 2013, 19(23): 295-297.

[26] FA eI, JAkbk, BREUZ. Al SR Sk B R 2 P T

1 BILI). 6 A B kB2 3k, 2006, 35(11): 737-738.

SRAZ . BT BUR B[] 2R RN 2%k, 2007, 9(3):

215.

(28] 2= L JEEREMITILBCR LI R[], WA KON A A,
2006, 8(3): 216, 168.

[20] EEHEHE. 116 J 005 Ak 2 ML B ST [D]. S0 0 SCR AR,
2020.

[30] Bk, B Tk, T %, % B S EMUE P 7
AR SR o [)]. R 244k, 2016, 41(5): 898-903.
[31] 5% #b. B25 T /KR W%/ BURF T 2 25 B HE 2o v i 72 40 5 4L

A FFE (D). Ki%: i TIBfER, 2017.
[32] ZFRLfh, B 2=, ZEAIA, % o E BIE SN R AT
FeHHLRI]. i E 252438, 2014, 39(7): 1290-1292.
[33] £, B, #2575 BUF B4 Lk o sE (1], ke
TR A T2, 2018, 4(1): 33-44.
mAR, FRuEtG, AR, S SET TH- R0 LR A L 2 B
9 B 2 F C AR SBUY) BUR8 3 10 W8 e AR W As AR (D). b 24 3
iRk, 2016, 30(4): 306-316.
[35] Ehmak, XM, %, % WA TR X T4 N Ca2+
WM R[] PEAEE, 2012, 29(6): 15-16.
XURS RS, ARNAR, THRAE, A5, IR 2 BU M RS 1 B
HROBER]. LT AR, 2010, 37(9): 1823-1824.
[37] & S5, UL N, BETF, S B TR X LO2 g0 i R
SR W B SE[T). Th EEACR 2, 2017, 19(10): 1397-1399.
WANG J M, SHENG Y C, JI L L, et al. Ferulic acid prevents

[27

—

[34]

E%

224

dr

pS

136

—

138

[t}

liver injury and increases the anti—tumor effect of diosbulbin B
in vivo[J]. Journal of Zhejiang University—SCIENCE B, 2014,
15(6): 540-547.

[39] ¥ HE, XU, LEx, % IR TR AT E R
SR LEEL)]. IR 25 ¥R 45K, 2008, 6(1): 29-34.

[40] = Wi, FAH, FU, P RGEX B2 T HF PR e 40 4R
Fe HALHI). 25224, 2016, 51(3): 373-379.

[41] AERE, LAV, X R, S MR 2 1 1k RO R
& HC AR RO BRSE[D). H FE 25 2 2538, 2020, 55(10): 817-823.

(A F %)



