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ABSTRACT OBJECTIVE: To explore the clinical characteristics and mechanism of adverse drug reactions of
hypertension complicated with proteinuria during the treatment of advanced malignant tumor with anlotinib, so as to
provide reference for safe and rational drug use. METHODS. Patients with advanced malignant tumor treated with
anlotinib in People’s Hospital of Shandong Guangrao County from Jun. 2018 to Jul. 2020 were collected. Clinical
pharmacists participated into the monitoring, evaluation and analysis of adverse drug reactions of hypertension
complicated with proteinuria induced by anlotinib, assisted clinicians to adjust the dosage of antihypertensive drugs and
antihypertensive therapy. RESULTS: A total of 123 patients with advanced malignant tumor treated with anlotinib were
included, of which 6 patients developed adverse drug reactions of hypertension complicated with proteinuria, with the
incidence of 4. 88%. During the treatment period, the clinical pharmacist provided pharmacological monitoring and
developed individualized medication regimens. Ultimately, all patients’ blood pressure was well controlled and urine
protein returned to negative, which ensured the continuity of anti-tumor therapy. CONCLUSIONS: Clinical pharmacists
should master the relevant theories of new anti-tumor drugs, actively carry out pharmaceutical care, participate into the
optimization of clinical treatment regimens, improve the level of drug therapy, and promote the safety and rationality of
clinical drug use.

KEYWORDS Anlotinib; Pharmaceutical care; Hypertension; Proteinuria

- o 2 BRI 1 RN 5T 2 R

miH . | R 'M'*GJIKLJ—_‘ Z.Y;: Iwi 0. 4~ -d4- A 1 oL y . S Tk

soosny TN RSB SCTAR S S PN (No- 2201832 st A0 A L5 0 0 0 LS A
B ST SIS R RN I, B SR AT BT R 7 5 R R R 7 o £

mail 1119863@ 126, con LA ) R T T 00 I B B
#AMMEIEHE  RARLI0, W50 A B 25 AEIIE 227 5 25 ) . 8 T e e
FHPH . E-mail ;hou_ninjg@ sina.j::)r: " TIRIEESE 2 (non-small cell lung carcinoma, NSCLC) (38477 & T8 i & ¥ 4L

A BE B T 25 BEA 508 2021 4E58 21 3250 113 Evaluation and analysis of drug-use in hospitals of China 2021 Vol. 21 No. 11 -1395-



P FERTIIRG G PRATFZE rh , W 00 3 2 59 5 e A 24 S BL IR
I (adverse drug reaction, ADR) A & 1L E . Z J1 . F 2 Kk
7B s SO AT D BE S 45 . AT SR ICER T IR A T 5%
HONREBERS (LU RAR B ) i H 22 2 25 Je 1) 1 400 1 fib
o B BORL, X ADR #EAT T MO 5 PR, B R IR JE
PRI I A A 1 RS RS2, I PR 24 U 38 o 85 15 Sk, %o
ADR RAEBLE 252 WP AT 25 T T4 T T 645, LA R IR
ZeME DR RIS,
1 #REFE

PEEX 2018 4F 6 A 2 2020 47 7 A I GEfl H & BB R iRYT
B ML e R R . A ARR M (1) IR 2= i
NSCLC /NH it B &, #5230 R GEARYT IS Hh BRI 3 5l
FHLZB R EIRTT 5 (2) B i i T g 1E %, 100 H WA A 45 R
FFEER, TC e ; (3) FFE DRt & 45 R T A7 & LU T An
HE, NARE AR L ZARE A< L5 fFEHE LR, S
MR <L SAFIEHEE LR, MALEF < 1.5 f51E#E LR, IR
EHAESURE A (+) 5 (4) BEAE MR 6 R 4. HEBRARE:
(1) BA Hy it XU 4 J 25 (2) BB T REAR 4225 (3) 130
e P o T U B 495 1 A 24 0 s R 5 (4) Tk i o H X

AR 5 (5) A S0 85 58 SIS A P B P i 28 4 T Ao
BATFRE IS o BT B R MR IR 4 2
IR 112 mg, TR, 1 H 1K, ESHIZE 2 A2y 1
VAT RE . HIZGIE) B OIS (8 A W R IR, s 0 2%
WS H AR AR Ko X IRZ IS B L A DR AR
(SNSRI [ RUS i 2 o I T 8
2 HR
2.1 ERRFERHEBZRESNE/AZARNER
SEY N 123 (I 22 BB JE IR T 10 W B0 R T R
Her 6 G H VBT e 0 A 2R RIS RLRORE, 1% ADR &
A Hy 4.88% , 6 e ADR B EE T, SR 4 9], Lotk
S 2 B 395 NSCLC fR 2 5 BEAL 2947 v ML o o8 s P 35 47 1%
h70. 33 % 5 A K A e L S S IR 1)y 10. 67 o5 G
RIS R] g 22. 50 ds 8 B 1 8 R B9[]
I, A7 S SN Z A5 I RAEAR o 38 /R RETE AT /o 1L T
o B s 1 SR I 2 2 s e I T R BE A B ¢ B ML TR R AR
FIRBIAS BN, (B R (i 5/ Taik itk — 2 207 5 ADR
HRHIfER R ZR o 6 Bl T2 2 4 Je K2k s LR PR AR 1 R AR
F ML 1
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Tab 1 General conditions of 6 patients with hypertension complicated with proteinuria induced by anlotinib

W5 OER/Y WA RSN 5RVBRKA NG ADR 271 ADR fy4b & ADR #5119 NG
1 69 Btk NSCLC EHHMTFEASER  WIEGR) ;REA(+) k% .20 L N Jigia CEBRMEE 10 mg,
KU A PSR AHifK ADR
2 76t NSCIC A TFERR (1) R (3~4 40) ;IR (++4) 5 BT B, E iR 20 ZHERMER 10 mg,
L hEMZ R B, W AR R A Hif K ADR
3 56 Btk NSCLC Wb FIILE(3 ) s R (+44) 5 HEMALT B, S0 Ttk CH BRI R,
z B EZ 160 mg KHikk ADR
4 82 B NSCIC RIGEA B FIILE(3 ) ;IR (+44) 3k 8 2 BHZDER, WHSDIE b KR &
1 AR EO RIS TR R IR R
5 3 et NSCIC Bk R R (2 ) s REEF (+4) s BROGE BHEHRWEE 10 mg 223 CUB R, K2
6 66 B¥  NSCLC HAMTERR () FIILE (3 40 s IREE T (+4) 5 K98 TEHALT R, AT ER R Ui BH B AT RRIRYT
BEIIRE 1 H 23Kk KA % ADR

2.2 BRG]

Wt 1: 5 69 % LK, 2018 4F 6 H 2 Wi A fili i , 16
FRIREARR & 2 V5 M T4k YT 6 A JRH, gl A i A8 o B 3kl 35
30 mg #LEIVAYT 13 ADWUG, T ERE, T, MEREEFS, T
2019 49 AT A RZ P B R I 12 mg, 1 H 13K, ZEH
REATAG v il s sk 8 A%, Tl 11 IR & 7 R i T 2 AR E B e T
IBYT, M QB 4e /&7 3 IR ) 8Pt 4E 457 78 135/85 mm Hg
(1 mm Hg=0.133 kPa) ity PR 8 0, BH Mk
 154/88 mm He; B R MZ% 13 H, BF IR =1 ,8A %
o, MU= 168/105 mm He, W £ # HLAE IR I BT s 125,
AEREL . B ERHZSE 21 B, JRERKE SR, REH
(++), FRIBZLE (+) , JRABJE (++) , MLLAF 71 pmol/L, JR R
389 wmol/L,JRE 5. 6 mmol/L, £ & Ik H %% % Je Wia) H B
I (3 20) PR AR [ IRAE A (++) 1, 1 PR 24 i At 3308 i
1R P S  HPiE i 25 8 Ry Bk Vb3 Jr 40 mg, 1 H
1 ARG B3 LR8Ol ST R 24507 52 R TR 9, /8
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MEFEH AT 2 H 2B )E 8 d J5 & A R E AR H B E A
PRo JRERIRYT T, KB R e IR F 10 mg, B3 1 R P ) T
B RFHIEAK,

Wt 2.5 76 B LM 3, 2019 4R 7 A2 W v Ao I b
Mg, (o R 3 35 il SR 1K A R AR 40T 4 AN 2020 4R 3 H A
TR R B AT O REP B e K 12 mg,1 H
1R i EBE BRAEA o I 5 20 447, 4 10 101 IR A % Hb
ZRRF ()20 mg,1 H 2 RBEERIRIT, MEEE W, 228
JEFHZGEE 12 H, B3 S B0, I & 0l R &5 35 182/116 mm
Hg, IR HZ S B e, % TR R B IE A XTHIE TR YT, %
YIGHE KAk, 525 8 d J7, B35 Il JE 4 133/86 mm Hg,
BB K Z P BRI E 10 mg, FERIHREH 9
H, B8 MR TS, B S 165/102 mm Hg, #3508 k%
FZ 75 PR R R IR (+++) L JRIBLLER (+) , IR
JE(+++), 0l UL EF 85 wmol/L, JR 8 392 pmol/L, Jf
6.2 mmol/L, PR 15 2 I PR 245 I 2 150 38 [ 7 22, 0 R
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AR IR A A 2R T 22 B B (1) T4 0D 3H A
R EIRY . (EHEPERHE 10 H, EEREN, 455N
Ve, JEELHERRHZ S B )R 10 mg 3597, B R E L ME A
PR, i R4 ) A o
2.3 KERMETFEM

6 BRI NSCLC T B—IV 1 /5 2%, IR BE A £ 77 2R ik
IR 4 2 7 Je IR BETRYT o SR Naranjo 1l 5 32 3 Wi 42 B 3%
Je 5 MR AR BN Z (8] 1 B R & . Naranjo 31
il /3%t S 5B B R AHE Y 10 A~ 5 ADR AHOC Y B2 2% [
B, TS0 R 18 FH 9 2650 55 ADR 22 4] i A DG 1
MR PR S5 R, 15408, ADR 5 22 58 Je i A e Mo s

Gr=9 0 N MK, 5~8 I N AR AT REA KT, 1~4 730K
CHTREA T, <O 3R AT 228 B e 2 fh ik
W45 B ARG SCRR 349 S B0 I s 3R RO A Gl . A
WHFEH, 6 PR B A e R T e fEEE H IR 5 %P B e
A W % I AR S e, 452 2 sl i A0 IR S R
YR arie o A6 Bl G R S5 A e i o o, B R e iR
¥ S 18] ) 1 e 7 i AL 24, LI AT PR 40 o 0L e 24 3 8 R
KA HBEAE R B 8 AR S A R, AR 45 Naranjo
P EEREUR L BIRE M m R ERIR S B H
EAR” KA S PIEH M ADR 5B e R agf X7,
W2,

R2 6FIRFERHS MEMNEBRMFGIE Naranjo i ERER

Tab 2 Naranjo assessment scale for 6 patients with hypertension complicated with proteinuria induced by anlotinib

W . T4 E/ 2 » A bl 5 A A
R % A il 1 ifsl 2 5l 3 il 4 it 5 il 6
% ADR JERIEBA St +1 0 0 +1 +1 +1 +1 +1 +1
% ADR 2R T REZi A R 7 2 -1 0 +2 +2 +2 +2 +2 +2
1% ADR JER/E 25 0 RSB R S B R iR +1 0 0 +1 +1 +1 +1 +1 +1
% ADR A FE R T AT B T +2 -1 0 -1 +2 -1 0 -1 -1
ALK AR A % ADR? -1 +2 0 +2 +2 +2 +2 +2 +2
1% ADR J R R F A 5 T -1 +1 0 0 0 0 0 0 0
Ly MR A AT R A B B R +1 0 0 0 0 0 0 0 0
1% ADR 78 B 88 T o s 7 D T 7 +1 0 0 +1 0 0 0 +1 0
B LY BT A2 IS BB +1 0 0 0 0 0 0 0 0
R % W SE % B +1 0 0 +1 +1 +1 +1 +1 +1
B 7 9 6 7 7 6
b Seaily R HiE HAThE TRATHE TRAThE TRATHE
3 iTFig Frmr S Sk w SRE R B AR Rk E ADR (W& LR

3.1 RFFRISMEFZEARMIKRENS
B JE R 2 B R T R I 1) 571 , 85 1L S i 2K 25
F8 8 AN RS2V o I A 24 Ui 5 58] SCRR B i B, 12 25 300 1L
FRAILTR RT BE D LA A B 200 0 8 — S A R AR I /DA™ 2R
R 1, Wi RGN0 190 4 i 2 TR, g
KIPRE MR D3 O 3 IR A e S B LR A A R
LR e BUER PR A AL AT BE S A8 PN B 240 M A A T
TERE T Xk P B A G DR R AR, 5 SO A A 2
ALBRAREIT , /N R aod 3l 35 4 8 oy, AR v 2 1 O
BNV R TR ), A B T EAR T 5
A, 6 5] f8 A S AR, HIWRTE AT o AL s S W IO L /D
BRI AN NS D RER 2 A BITREAR , IR 2 % 85 e i T RE
R/ NER AT Xt R BB e R HD IR S T e i P A A R
A
3.2 REERHAHBIERGEE
3.2.1 JHZGHTIEAL - (12 28 JE i, L 7T 70 A R I &%
B IRE . BRAEA e o S B R 78 o34 ol I/ R A
2 B D REN A AR B i 5 o D RERS
el %
3.2.2 FHZG R I AR 25 i B 5 B A RIS r Y 0 4
LB BRI R MEZ MR 2 N B, Wik, @il
P25 BT 6 Jel 55 H a1, e 2k de A W 2~ 3 Uk, B

FPIEBEBE S S8 2021 4F4 21 55 11 1)

Peibilbnife S 08 P E S UEBT G 1 B 2018 4EEITRR) ™, — Mk
SR LA U P A 140790 mm Hg LA ; G AR,
M ERAEHIAE 130780 mm He LR, 2B RSP, 2
PR 3—4 2% ADR (U455 = 180 mm Hg, 475K /E =110 mm Hg),
RS2SR IR 5 28 <2 205 A Redk e 251 s 45 3 4%
5 4 9% ADR FRR LI, L2 B 2 e i 45 2 5 4 ADR e IR HF
SR IE) =2 J8 AR DG | it B e s e G, DU,k A A5R24
FAZih & 6 Fkedr 1 WIRH AL, B DIREAS 200 8 35 A M
LiRe IREH(+) , iTARSE I 255 IREEH (+++) K LLE, Sz B
BHEZY s IR (++) T ZHE— B I 24 h R e i, 4
24 h JREH=2.0 g, E TS &R, BUUEEIR
B R 2B e i . AR5, 6 22 % e
R I T R PR AR RIS R, Herh 3 45 £ 3 s R
3R VA B R AR PR RE A (+++) 1,2 f 85 B
MUE 3 RAFEFIROIREF (++) ], B 2 2 %% Je I I 4%
PO I 25 5 Y 05 5 o3 1 )RR B il 2 G pE AR R
[REA(++) ] HLZB RS 10 mg 5 REFF; . RS
I, 1R R K 2 Fh ADR R FdE ]2 2 8 Je s HAR
5 1) 8 3 2 A 2 R e R i sl TR A I 2 R S, K
2B B e AR L ik ADR,

3.2.3 TR A X B B i, T LA PR 2
WA I A5 2k 2R W i AT ) 77 ( angiotensin converting enzyme
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inhibitor, ACET) | Ifil /& % 5k & 11 5% {4 BEL W7 77 ( angiotensin I
receptor blocker, ARB) FIJ BR37 B 52 1A BHL W7 37 1 45 3 1 BEL ¥ 7]
(calcium channel blocker, CCB) 4, oA ACEI £1 ARB 2254y n]
DU 88 B i B IR, TR e il He A AR R T T A
WG R R, ACEL 225y ] 51 T %, &
RN 2 B FR M I AN RS2 N, s s e AU A ) i s Al —
AMERESS CCB(4ERLMIK A ML /R ER #) gy CYP3A4 Jl 3041 571,
T RE I 2 2B e n A, 5 B0 B Je il 25 Wk T g n
B ADR, B3k T ABESE e 2 R e B0 LR
FIAS BN, I RS E5-6 25 18 T R I PRAEIR BEAT 24
MAEAR A B 25 A BAE S R R 0 B AT T A s o
R REE 2387, B LR . B iy
T2 BB e BT ECR 1R WU AA YT o DR, R
25T PP A 245 J5 0 e I AR e {2 B e iRy T I it R
rh, AR B D RE e b K T B B R R 24, O AT R A S BORT
IR A4 1) 2% R A I R R, RAE ST IR YT IR S
MR b U, I R | ADR W £ A1
XA o AWFFE Y i PR 24 %S 3 e felt FH 22 2 3 Jé A= v 1l e
PR 1R 05 (A T 60 DA K A3 A, B4 G R AFAE Kk A=
B, Ul 2 IR 22 29 35 Je 500 DA S M s 25 09 9T T S8 AT
THRE | K BRI R 242 AP ZE DU A 7S IR A7 1
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