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Pharmaceutical care of a case of hepatitis B virus reactivation induced by iparomlimab and tuvonralimab
LI Duohui', XU Jingyu’, LI Lin', ZHANG Qian', TANG Liqin’, WU Yingqi’[l. Dept. of Pharmaceutical
Administration, Anqing Municipal Hospital, Anhui Anqing 246003, China; 2. Dept. of Pharmacy, Huaibei
People’ s Hospital, Anhui Huaibei 235000, China; 3. Dept. of Pharmacy, the First Affiliated Hospital of
University of Science and Technology of China (Anhui Provincial Hospital), Hefei 230001, China]

ABSTRACT OBJECTIVE To report a case of hepatitis B virus (HBV) reactivation induced by iparomlimab and tuvonralimab,
summarize the clinical characteristics and potential mechanisms of such adverse reactions induced by immune-checkpoint inhibitors
(ICIs), and provide references for clinical application. METHODS From the perspective of a clinical pharmacist, a retrospective
analysis was conducted on the treatment course of a patient with metastatic cervical cancer who experienced HBV reactivation after
receiving iparomlimab and tuvonralimab. Additionally, an analysis of the correlation with adverse reactions was performed, and the
clinical characteristics, risk factors, potential mechanisms, key points of treatment approaches and pharmaceutical care associated
with HBV reactivation induced by ICIs were summarized. RESULTS & CONCLUSIONS The patient developed HBV reactivation
and severe liver injury after using iparomlimab and tuvonralimab. The condition improved following drug discontinuation, and
symptomatic treatment such as glucocorticoids. According to Naranjo’s Assessment Scale and China’s Measures for the Reporting
and Monitoring of Adverse Drug Reactions, the association between iparomlimab and tuvonralimab and HBV reactivation was

judged as “highly probable” , and it was identified as a new

AEETE ZHAE DAMBRHIITH (No. AHWI2024A230144,
No. AHWJ2024Aa30341) 5 %2 B AT w8 4 2 15 4 G0 &k T A2 5T H (No.
2024jyxmO867) ; HPEIRF HE A K25 A B0 37 HHal 3 e tuvonralimab, paclitaxel and liver injury was “highly
7850 H (No.2024ycjg26) probable”. HBV reactivation in hepatitis B patients receiving

* E—EE N WL WA IR . WS 0556-
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adverse reaction; the correlation between iparomlimab and

standardized antiviral therapy is very rare after ICIs treatment;

4 BEIEE B R WL, BT R 262 . M HBV reactivation is related to the overactivation of the
0551-62283341, E-mail:wyq0551@126.com immune system and disruption of immune balance induced by
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ICIs. For such patients, glucocorticoids should be administered for treatment, accompanied by pharmaceutical care, including pre-

medication risk assessment and monitoring of relevant indicators during treatment.

KEYWORDS iparomlimab and tuvonralimab; cervical cancer; hepatitis B virus reactivation; adverse reactions; pharmaceutical

care
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ZYHTELE R R ARSI T ORI RO IR YT, AR KE

HhEZG 2025 4E55 36 4245 24 3



4 IR JE R 35 A R Al R Bk 60 mg, qd, ## ik
HTE

4R 28 H, BH—WEOLH AT, ZR B . IR ZY
XS B AT 2B, 5 UL B S5 7 4 25 325 2 W A
AR & SR N R 25 mg, qd U T, [l R
FHXIREE F- 25 mg, tid (- F+H 3% Je JE A 40 mg, qd ##717
oS+ B SERIE A S I 9 20 mg, qd 78 IR E I T 112
WE ARSI BEFHBY DNA. 57 20 H, & kB & 4,
AHJEH AL 78 ALT 20 U/L AST 17 U/L ALP 67 U/L , TBil
9.4 pmol/L DBl 3.5 wmol/L ,HBV DNA <20 TU/mL,
R HAFIhEE R 1E %, HBV DNA B4 . o5 eih
7 BHE T A2 (0 EAARSTIE 7 SR A0
3 o5t
3.1 XIRERFITXRER ERS HBV BEUE KB
M

ZBE T 20254F 4 F 1 H 3232 3C0A3E FIFE IR 3 1)
PUiRIT, T4 H 21 H DI RE 48 A5 7 (G 88 1E % A
BR),JE X BLHBY DNA 3% ($2 R0k 82 2 ) , &5
2y SPREIRIT I IR E IR, A 28 1 JG 2 HERR HBV £
WS S5IRIT A O . BLAh i B AR 2R
S5 H— E AR SUOR R IR T TR UM 2
YR yT B A R AF o e I IR 25 VR AT A R
BT+ (1) SEMAE FIFE IR B R BT 24 b e T 454 Sz 245 7]
FEALT \AST FH ik — AR PRI (HIF R0 48
H AT ECHBY FE3BIG 5 2842 B MR 40 25 i D00 45 T8
HBV FRUE BIAH DGR . I R4 Usd o R 2= v e
T3 75 84 PubMed S5 B4 2 , IS A ¢ B3I R HE IR B
FIBAE E Rl R AAE HBV FR0E AYAH SE 30 , (A6
K3 ICIs BUHBV HE3H0E 0 1 Hi B (2) 855 3 J1 29
H AP D RER A FI HBYV DNA KGN Z5 S5 1% 54 A 1 HAE
FHICWAIE BRI A BbTiG Y7 54 H 21 H HZ520 dJs)
1 B8 HBV 80 ™ 51 0 S8 1 8 1k, fA e G
B I IR] DGR M o (3) KR35 452 S A ARG IR Ji A1) B4 T
W R TR BURTFEYIIRIT A L H R IR IR o
(4) B BAMEME O L 0 — AR, 25T
HBV DNA IEH , HAHCK: A . HERR HA 5 | HBV FR%
WG . Bl I R 25 WA A1 [ 25 AN B SO 1TA
HERCIEATIEAL 455 R 6 43, BISEMATE FIFEIR B R AT
5 HBV RS 1 CHAE A IR AT RE” (3R 1) ; [RIB, 1ifs R
2 AR 5 3 [ €24 S AN R RNy i 45 L 048 BRI i ) vp
B2 AN RSN E S K A G IR B A AT
FHHBV HRHEE & ST A BN

TEZED; 2025455 36 £:4F 24 1]

F1l FRTIGERTFHIULMENIEXENERS
HBV B#iEH B

Wit
L E‘;”;ﬁ W
VR R AR ) BRI
R R TS ) AR
IRRLESEE R | PR

LR RN AR AR E 2 0 HEAFRHEH

SATEH MRS A R R 2 B

6. R BRI A R R E R 0 AERERA AT

7. e IR TR Ak 0 K oA

8. R BB A S s b b e 0 AR DR R O A, B g
0. 8% RAGRETRASRAAIIHIILEMOAR 0 kM

il

10 B E R VRS R LR | I3tk HBY DNA S A4

5 IR 1 PR 245 DR AR G 25 AR L SR 3P4 et
FOE X2 R A R A ™ R SR A ) DR A T
gEH R SIS IR IR B R BAPT L SEAZ IS I 5 1
RIRPEPEAT 80 743, 2 R “AR AT i (el ), (EAE L4 5]
FLAR: B IR AH 254 FIr S, DXL L HE T 0 5 4R v] BE Fh P 24
L S5,

3.2 ICIs¥HBVBHENIERFRREREZE

i A 24 071 308 3 A 2% T PN A/ 5000 T v A R S s
FFCIK S A PRI HBY P06 K™ 5 46493 1 i
B4 2FFAEXF ICIs 1697 7 HBV PR A6 (91 HEA T A 28
SyMTIG &I, Z 0 ICIs #5A rTRES | & HBV PRI , AT

G ICIs IR Y7 2 HBV PR ) rh A st ] Sy 3.5 |, —J
BAFIWFFE AN A T 3 465 (il 4237 ICIs ¥Ry i f 3, JL 4
FE 511 BT OB . IZWEIT S SR R FERX 511 ]
ST A2 R RS2 P00 5 WU IR TT 4 1 HBV FRY
TR0 51 0.49% F16.4% , & B X I ICTs {697 112
PR R YU B 101 B 0T B 2 B I HBV PR 119
RAEZE A TP B BT 167 W AT e 218 1 O iR
H R HBY G G N & 22—, b —TF5E
AT 990 5 i (44 397 g PE CRTF R E)  BrA
M1k OB B2 T HUREEAYT U 2 g
NP BRETEHEZ ICISIRYT JG &4 T HBV FR30E o % 0F
FEFREIESE , X F O &8 2 BUR IR T 18 1 O R
& AR ICIs J5 3 HBY FEB0E E WY, [
— TGRS X% % PD-1/PD-L1 #5167 #Y Z HF R it
JEBH A B B HBV BR300 19 & A R T T R Gty
Br, S5 Won, 29 5.3% W & &R T HBY BB , 352
U 1Y HBV FRE0E &% (1.2%) BT R
Pz R s b & (17.2%) s #F—50irds R s e =
ORI PIRYT 21228 B HBV B0 1) 2 5 A
M54 HBV DNA /K-F-Fili 7 J5 2 (PD-1/PD-L1 ij

China Pharmacy 2025 Vol. 36 No. 24 < 3115 -



il 70 B B85 AT ) 25 B ) U 5 HBV P30 G
S, R — T KRR ) [l A 5 2 I, A TR AT
i BRE e B AR B & AR I A OE R RN
ALT>40 U/L &SRO 2 Wl s fafsr I 3R H R &
BHBV F0E BB G N &, 5 i 52 s
BT ) ER YA KA HBV FREE

AR A R O (0 — BRI 2
Yy, HHZ5HT HBV DNA R [, FEH32 SV R IR B
FIBAHIGIT A & HBV FRE , SE8 5500 . I k24
DRI , T G2 A1 kg SEMATE R IR B A1) S S S e 2
A HUAR (T PD-1 BA5T -+ CTLA-4 B ) , S E L%
PEFHOCA R Fe A", HAT, SCAvs FIFEIR B A BT
Il RIS 25 A b, LA A R R Fi 4 R 2
HOR BRI RESE 7 %95 AU AE, IR & R & 7E 124
Je B HBY PR , FLIRJCAH S B, (A I
PR G
3.3 XIS RITRHR LM HBYV BRUERIRTRENLS

ICIs 2 HBV FRE B EARHL] w5 A W18 , U IS
INTEE—5E 1. PD-1/PD-L1 J&4E 30 o2 Fa 25 1 6 i
%, 1o 5 P98 40 6 6 328 0k S R S A1, AR T 98 9 B IR
w1 T —EAEH . — 7T, BHT PD-1/PD-L1 Al i
G ok BTG L & A A8 ORI AR Y
HBV" s 55— )7 1 , B PD-1/PD-L1 A] RE£: 14558 CDS”
T ANREIE P, F TR 3-8 5 e P, E T 51 & HBV F:
s,

Xt F AR Z YR EERYT A ICIs 1397 1Y T R
L ICIs FESRIE T AR5 S Ieheg ey by 2 1 [ sf ]
B & £ X P40 i 25 HoAB ZH S AR Y 1 5 S E I 0, HL.
B 5 20 B 1 SR R A B AR B TR ER o SR SR AR 1A
T o SFAEHE F ARSI B TS Xz iU
GYNRIT I SRR DU B 25 ) T s/ 20 R v
SRS 5 A6 T ICTS Y697 0TI, B0 55 25 W ik m] o 42
ML G SN, A6 T AN 25 LA S B X HBV [
RENE,
34 XIHEAITRHR LM HBY BRIENIGKRIETT

A B3 HBV BRSO £ D BB TS A5 35 T
AR v 0 R i3 2 23 M DG HE B, AR B8] £ R A 1 IC s
AHOCHFEEME Ry 4 G0, 15 2 L A A A58 F SE i R G IR i A
PR, IR R e T (1~2 mg/kg) s 5 HL TR
T2, PR T TIROME R R AR R B
AEWIIR 25T FR A TS R TR 8 e BRI 4M 120 mg/d; 1+F
SRR B LU s 5 % 2570 R 60 me/d; 1F

< 3116 - China Pharmacy 2025 Vol. 36 No. 24

SR B IR, HE— 2R T R R A AR IR Ok e e
Fi 40 mg, qdo %8 TR A5 28 BT G T R [R=
(ALT SEIME/ALT Z %5 AH 1R )/(ALP 5SS {E/ALP 7%

{E FFR) s R=5 9 AT R M it A 7Y, R<<2 S JETHIR ALY,

2<<R<<5 R B e Ay AR A £ 82, A e 30 1) 4

T H B R VR SR | TE S R R4 e H K, A B e

25T RN 3 RHEIR YT o MBS 1A e B ok b

=4, DI sa 4R FHBY DNA ¥ IEH .

3.5 IREFIFEXIHF LM HBV BRiE R 27 a4

SCMAE TR SR BT b T )L, VA ICTs B 24

FR I R I 25 2230 W AN I, e e VERUIR AR AT BR o A3 18

H R IRAPOR R 25 ST & AR T HBY B0 AR

FIL . HBV FREGE A RE S BOR R MENTR T s

TN R A, T AR AR AR M PR 2y

Ui, 7 24 1 107 P B B A A HBV 30 18 XU 3T Ak

I EAT HBV DNA fifi £, JCHUZ X T A8 1 LT S5 2l

PR B R E AR . A1, RSO 25 207, 4 5 AR

HRE I AYORRE 25 , 2 W W DT Zh E \HBV DNA

SEAHOCTE AR 5 A7 A IS B AN T AR K I 3t i2

LA i AL

4 Z5iE

SEMAE G IR F A BB AE W] E SR IR T R R

AEEARN, Bl 25k — R A RF . A

RH (4 WS AT IR B A P EUE# HBY 0T R T

YA R, b T BEAE U IR PO 25 25 19 ST i

BARE I . BRI, X T BEAE £ 15 42 i R 4 9

AE , o A S R 8 IR B A1) BTt B HBV 35

T e RIS 3B B BOGR DUR T 25 W) S X IR 7, AT

FHLGHTRES PEAL 3697 301 TR S8 AR i 0 25 25 27 i 4P

FERFIZE L [ B3R 2 , I R 25 E S S5 IR Y

[e] A 17 488 i 0, A A B 252l AR ip Bl 2R A 3R

Il BTAG B AN R0, (8 HG 2 24 Bl I - o e 80

ANREUNL) , AT PR £ 242 4

(1] ARZRAE, Birai, whokig, 2 . 2022 4F b B IR A T
BLAMHT]. AR 24, 2024, 46(3) : 221-231.

[2] FERRALL L,LIN K Y, RODEN R B S, et al. Cervical
cancer immunotherapy: facts and hopes[J]. Clin Cancer
Res,2021,27(18):4953-4973.

(31 Jedrid, JEmp, MRpivik . 75 a0 S e G e o 4 7R 1 PR
796 R < 2024 4F RR[I). T LSS A RS 7 BHR A
2024,40(7):712-719.

HhEZG 2025 4E55 36 4245 24 3



[4]

[5]

[6]

(10]

[11]

[12]

[13]

PANDEY A, EZEMENARI S, LIAUKOVICH M, et al. A
rare case of pembrolizumab-induced reactivation of hepa-
titis B[J]. Case Rep Oncol Med,2018,2018:5985131.0.
KRORIR, S, BRI, 45 W IRITPAL BRI WA R
BEVEAN A BVE B SE oA 0], 25242008, 2012, 47
(8):650-652.

Pl 8 AR A R 2 . 2 A RS T o W 0 38 T 1
[EB/OL]. (2011-05-24)[2025-07-01]. https://www.nhc.
gov. cn/fzs/c100048/201105/bc23deb4ba-ac4a39a63e6dcO-
94blc3e4.shtml.

MUSTAFAYEV K, TORRES H. Hepatitis B virus and
hepatitis C virus reactivation in cancer patients receiving
novel anticancer therapies[J]. Clin Microbiol Infect, 2022,
28(10):1321-1327.

YOO S,LEE D B,SHIM J H, et al. Risk of hepatitis B vi-
rus reactivation in patients treated with immunotherapy
for anti-cancer treatment[J]. Clin Gastroenterol Hepatol,
2022,20(4):898-907.

WONG G L,WONG V W,HUI V W, et al. Hepatitis flare
during immunotherapy in patients with current or past
hepatitis B virus infection[J]. Am J Gastroenterol, 2021,
116(6):1274-1283.

ZHANG X Y,ZHOU Y X, CHEN C, et al. Hepatitis B vi-
rus reactivation in cancer patients with positive hepatitis B
surface antigen undergoing PD-1 inhibition[J]. J Immu-
nother Cancer, 2019,7(1):322.

HUNG Y P,LEE P C,CHANG Y H, et al. Hepatic events
during immune checkpoint inhibitor treatment between
liver and non-liver malignancies in hepatitis B endemic
areas[J]. Aliment Pharmacol Ther,2025,61(3):501-512.
SZNOL M, FERRUCCI P F, HOGG D, et al. Pooled
analysis safety profile of nivolumab and ipilimumab com-
bination therapy in patients with advanced melanoma[J]. J
Clin Oncol, 2017,35(34) : 3815-3822.

ZHAO Y Y,MA Y X,ZANG A M, et al. First-in-human
phase /1 b study of QL1706 (PSB205) , a bifunctional

TEZED; 2025455 36 £:4F 24 1]

[14]

[19]

[16]

[17]

(18]

[19]

(20]

(21]

[22]

PD1/CTLA-4 dual blocker, in patients with advanced
solid tumors[J]. J Hematol Oncol,2023,16(1):50.
KEAM S J. Iparomlimab and tuvonralimab: first approval
[J]. Drugs,2025,85(5) :699-706.
CHO H,KANG H,KIM C W, et al. Phenotypic characte-
ristics of PD-1 and CTLA-4 expression in symptomatic
acute hepatitis A[J]. Gut Liver,2016,10(2) :288-294.
KNOLLE P A, THIMME R. Hepatic immune regulation
and its involvement in viral hepatitis infection[J]. Gastro-
enterology,2014,146(5):1193-1207.
FRANCESCHINI D, PAROLI M, FRANCAVILLA V, et
al. PD-L1 negatively regulates CD4" CD25" Foxp3* Tregs
by limiting STAT-5 phosphorylation in patients chroni-
cally infected with HCV[J]. J Clin Invest, 2009, 119(3) :
551-564.
ASANO T, KISHI Y, MEGURI Y, et al. PD-1 signaling
has a critical role in maintaining regulatory T cell homeo-
stasis; implication for Treg depletion therapy by PD-1
blockade[J]. Blood,2015,126(23):848.
YIM,ZHENG X L,NIU M K, et al. Combination strate-
gies with PD-1/PD-L1 blockade: current advances and fu-
ture directions[J]. Mol Cancer,2022,21(1):28.
ARV A B RERBE, % . CSCO FINCCN 2 ASCO 48
PN SR SRS AT A R R S TR PR B Y LU A2 ()], 22y
F:42,2025,44(6) : 841-846.
AR gy PR S R PR R S IR 22
PYIVERT IR AL, 5 R E 2T B R 2T 5
PR R : 2024 £ [J]. hAE R FHBE A4, 2024,23(8) :
813-830.
DEEPAN N, MAUNG S T, DECHARATANACHART P,
et al. Hepatitis B virus reactivation in cancer patients re-
ceiving chemotherapy: a systematic review and meta-
analysis[J]. Semin Oncol,2024,51(5/6):123-134.

(ke F399:2025-07-15 {111 F 45 : 2025-10-30)

(€t o)

China Pharmacy 2025 Vol. 36 No. 24 < 3117 -



