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Tém tit:

Pit van dé: Ngay nay ti 16 méc ung thu khong ngimg gia ting trén thé gi6i cling nhu & Viét Nam.
C6 3 mo thirc diéu tri chinh 14 phau thuat, xa tri va hoa tri, trong d6 hoa tri ngay cang dugc sir dung pho
bién. Tuy nhién hoéa tri gdy ra giam bach cau va lam suy yéu kha ning mién dich cua co thé nén co thé
lam tién trién cac nhiém tring tiém tang, trong d6 c6 viém gan B. Viét Nam nam trong ving dich t& viém
gan B nén tinh trang tai hoat dong (reactivation) viém gan B ¢ bénh nhan viém gan B duoc diéu tri hoa
tri hoa tri la vin dé dang quan tdm nhung chua dugc chu y. Muc tiéu: Xac dinh ti 1€ tai hoat dong viém
gan B (VGB) & bénh nhan ung thu dang diéu tri hoa chat va phat hién mot sé yéu td lién quan dén tinh
hinh tai hoat dong viém gan B tai Bénh vién Truong Pai hoc Y Duoc Hué va Bénh vién Trung uwong
Hué. Pdi twgng va phwong phap nghién ctru: gdbm: 33 bénh nhan ung thu c6 mang HBsAg duong
tinh khong hoat dong dang diéu tri hoa tri. Phuong phap nghién ctru: tién ctru, mé ta. Xéc dinh tai hoat
hoa VGB khi bénh nhan ¢6 men ALT cao hon 3 1an so v&i gid tri can trén binh thuong va nong d6 HBV
DNA ting 10 lan so v6i ching duong. Két qua: Co 6 bénh nhan tai hoat dong VGB trén 33 dbi twong
nghién ctru, chiém ti 18 18,18%, trong d6 c¢6 5 bénh nhan dudi 60 tudi chiém 83,33%. Ty 18 tai hoat
dong VGB ¢ nam la 25,00% trong khi ¢ nit 1a 14,28%. Ti 1¢ tai hoat dong VGB theo tung nhém bénh u
lympho, ung thu phéi, vu theo thir tu 14 33,33%, 25% va 22,22%. Lam sang cua tai hoat dong VGB gém
vang da (33,33%), suy gan toi cip (6%), tir vong (5%). T4i hoat dong VGB cao hon & nhom c6 sir dung
corticoid lidu cao (28,57%) so véi liéu thap (15,38%); Ti 1& nay ciing cao hon & nhém bénh nhan co diéu
trj Anthracycline (29,41%) so v6i phac d6 khong co anthracyclines (6,25%). Ti 1é tai hoat dong viém gan
B & nhiing bénh nhan co6 diéu tri Rituximab (75%). Két ludn: Tai hoat dong viém gan B ¢ nhiing bénh
nhan dang hoa tri, c6 HBsAg duong tinh 1a thuong gap. Nghién clru ctia ching t6i ghi nhan c6 6 truong
hop tai hoat dong VGB trong tong s6 33 ddi tuong nghién ctru chiém 18,18%. Chiing toi nhan thay ti
1€ hoat hoa tai hoat dong VGB cao hon & céac dbi tuong sau: tré < 60 tudi, nam gidi, & nhom bénh nhan
u lympho, ung thu phéi, ung thu vii. Tai hoat dong viém gan B ¢6 thé dé gip ¢ nhimng ngudi co diéu tri
corticoid liéu cao, Anthracycline va Rituximab.

Tir khoa: hoat hoa viéem gan B, hoa tri liéu, ung thu

Abstract
THE PREVALENCE OF HEPATITIS B REACTIVATION (HBYV)
IN CANCER PATIENTS TREATING WITH CHEMOTHERAPY
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Background and Objectives: Nowadays, the incidence of cancer is constantly increasing in the

world as well as in Vietnam. The treatment of cancer is based on multimodality principle. Among those
principal modalities, chemotherapy is widely used for different purposes such as neoadjuvant, adjuvant
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and palliation. However, chemotherapy can induce activation of latent infections, including hepatitis B.
Vietnam is in the endemic region of hepatitis B so the reactivation of hepatitis B on cancer patients
with chemotherapy has emerged a concerned problem. However, few interests were gained on
this problem in the aspect of clinical setting or researching. Aims: to determine the prevalence of
hepatitis B reactivation (HBV) in cancer patients treating with chemotherapy and to detect some
risks factors of this situation. Subjects and methods: descriptive prospective. The study included
33 cancer patients with inactive HBV infection who are treating with chemotherapy. We defined
HBYV reactivation by ALT > 3 ULN and HBV DNA copies > 10 positive control limit. Results: We
found 6 patients with reactivated HBV, accounting for 18.18%. Among reactivated HBV patients,
age less than 60 accounts 83.33%. Rate of reactivated HBV in males was 25.00% while this rate in
females was 14.28%. Rate of reactivated HBV in lymphoma, lung cancer and breast cancer was 33.33%,
25% va 22.22% respectively. Clinial manifestation of reactivated HBV includes jaundice (33.33%),
fulminant hepatic failure (6%) and death (5%). The reactivated rate was higher in patients with high
dose of corticoid (28.57%) vs low dose (15.38%). This rate was 29.41% in patients treated with
anthracyclines which was higher than in group without anthracyclines. The reactivated rate of HBV
was dramatically higher in patients treated with rituximab (75%). Conclusion: the reactivation of
hepatitis B on cancer patients with chemotherapy is common. We found 6 patients with reactivated
HBYV of 33 subjects of the study which accounts 18.18%. We recognized that reactivated HBV
rate was higher subgroups of age < 60 years old, males, patients with lymphoma, lung cancer,
breast cancer. Reactivated HBV may be more prevalent in patients with high-dose corticotherapy,
anthracyclines and Rituximab..
Key words: HBV reactivation, chemotherapy, cancer, hepatitis B

1. PAT VAN PE

Theo thong ké dwa ra moi nhat (GLOBOCAN
2012) ctia co quan nghién ciru ung thu qubc té
(International Agency for Research on Cancer,
IARC) [1], tai Viét Nam da c6 125.000 truong hop
méc ung thu méi, 94.700 ca tir vong va 211.800
ngudi séng véi bénh ung thu (trong vong 5 nam ké
tir khi dugc chan doan). Diéu tri ung thu hién nay
c6 ba mo thirc chinh 1 phau thuat, hoa tri va xa tri.
Trong d6 hoa tri dong vai tro dang ké trong diéu tri
ung thu va kéo dai sy séng cho ngudi bénh. Bén
canh mat c6 lgi hoa tri cling c6 nhiéu tac dung phu
trong do6 co thé gay giam bach cau, suy giam mién
dich cua co thé, khién bénh nhan d& mic cac bénh
nhiém trung hay lam tién trién cac nhiém tring
tiém tang, trong d6 co thé ¢ viém gan B. Nguy co
tai hoat dong viém gan B trong thoi gian hoa tri ¢
nhiing bénh nhan c6 HBsAg duong tinh 1a thuong
gdp va chua duoc chi y ding mtrc, nén ching toi
tién hanh dé tai nay v6i 2 muc tiéu:

1. Xac dinh ti 1¢ tai hoat dong VGB ¢ bénh
nhan ung thw dang diéu tri héa chat tai Bénh vién
Truong Pai hoc Y Duoc Hué va Bénh vién Ti rung
wong Hué.

2. Tim hiéu cdc yéu to lién quan dén tinh
hinh tai hoat dong VGB ¢ bénh nhan ung thu
hoa tri.

2. POI TUQONG VA PHUONG PHAP
NGHIEN CcUU

2.1. Poi twong nghién ciru: Gom 33 bénh
nhan ung thu c6 HBsAg duong tinh khong hoat
dong, dugc diéu tri hoa chat tir thang 5/2015 —
12/2015 tai Bénh vién Truong Pai hoc Y Duoc
Hué va Bénh vién TW Hué.

2.1.1. Tiéu chudn chon bénh

- Bénh nhan ung thu c¢6 chi dinh diéu tri
héa chat

- HBsAg (+)

- HBV-DNA < 10° copies/ml

- HBeAg (-)

- SGOT, SGPT trong gidi han binh thuong.

2.1.2. Tiéu chudn logi triv

- Ung thu gan do viém gan B

-Diéu tri corticoid < 3 ngay

-T4i hoat dong viém gan B két hop hoi chimg
dai thuc bao

- Hb so thiéu thong tin can thiét
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2.2. Phwong phap nghién ciru: Nghién ctru tién ciru, mo ta

2.2.1. Thiét ké nghién ciru:

- Phwrong phap tiép cin dé danh gia tii hoat h6a VGB

Tai hoat dong VGB duoc dinh nghia boi
su tang dot ngdt HBV DNA trén 10 lan so voi
ching duong va men ALT trén 3 lan giéi han
binh thudng trong huyét thanh & nhimng ngudi
méc viém gan B di hoi phuc hodc trong tinh trang
nhiém VGB khong hoat dong [7]. Trong d6 nguoi
mang HBsAg khong hoat dong [7]:HBsAg (+) >
6 thang, HBeAg (-) va anti-HBe (+), HBV DNA
<105 copies/ml, ALT/ AST binh thudng 6n dinh,

3. KET QUA NGHIEN CUU
3.1. Pic diém chung

khéng co diu hiéu viém gan hodc viém gan nhe,
x0 hoa nhe, sinh thiét gan c6 thé cho két qua binh
thuong.

2.2.2. Phwong phdp thu thip sé liéu:

- Phuong phap: Thu thap sb liéu theo phiéu
diéu tra.

- Cong cu: Dung phiéu diéu tra vé cac noi dung
can khao sat dé thu thap sé liéu, vao sé liéu bang
phian mém Excel.

Bang 1. Dic diém chung ciia bénh nhan

o Khong Hoat hoa Hoat hoa
bac diem
N % N %
.. <60 19 79,17 5 20,83
Tuoi
> 60 8 88,89 1 11,11
. Nam 75,00 3 25,00
Gioi
N 18 85,72 3 14,28
Phoi 75,00 1 25,00
) Vi 77,78 2 22,22
Loai ung thu
U Lympho 6 66,67 3 33,33
Khac 11 100 0 0
Tong 27 81,82 6 18,18

Nhan xét:

- Ti 18 tai hoat dong VGB ¢ ngudi tré chiém ti 1¢ cao, gap 2 1an ¢ ngudi 16n tudi

- Ti 18 tai hoat dong VGB & nam gi6i nhiéu hon & nit gidi gan 2 lan

- Trong s6 céac truong hop co tai hoat dong VGB, u lympho chiém ti 1¢ cao nhat, ké dén 1a ung thu

phdi — mang phdi va ung thu va
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3.2. Pic diém 1am sang

Bang 2. Dac diém l1am sang bénh nhan tai hoat dong HBV sau hoa tri

Tri¢u ching 1am sang S6 bénh nhan Ty 1€%
Mét moi, chan an 6 100,00
Sot 1 16,66
Vang da 4 66,66
Nén va budn nén 2 33,33
Gan 16n 1 16,66
Tu vong 1 16,66

Nhan xét:

- Triéu chirng mét moi, chan an xuét hién & tit ca cac bénh nhan.

- Pa s6 bénh nhan tai hoat dong viém gan B déu c6 triéu chimg vang da, nudce tiéu vang.
- 1/3 bénh nhan c6 budn nén, non.

- 1 truong hop tir vong véi cac triéu chimg ram rg clia suy gan cap.

3.3. Pic diém cin 1am sang

Bang 3. Banh gia HBeAg & bénh nhan tai hoat dong HBV

HBeAg S6 bénh nhan Ty 1& %
Duong tinh 3 50,00
Am tinh 3 50,00
Téng 6 100,00

Nhan xét: Khoang 1/2 cac truong hop tai hoat dong c6 HBeAg duong tinh.
Bang 4. Banh gia men gan sau tai hoat dong HBV

ALT (U/L) S6 bénh nhan Ty 1& %
<10 lan 3 50,00
>10 lan 3 50,00

Tong cong 6 100,00

Nhdn xét: 50% sb bénh nhan tai hoat dong HBV c6 men gan tang 16n hon 10 l4n gié tri binh thuong.
Bang 5. Panh gia ti 1é ndng d6 HBV DNA

ALT HBV DNA N Ti 1€ (%)
< 3 lan giéi han binh thuong Khong lam 27 81,82
> 3 1an gi6i han binh thuong Duéi 10 lan ching duong 0 0
Trén 10 1an chang duong 6 18,18
Téng cong 33 100

Nhdn xét: Tat ca cac bénh nhan c6 men gan ting 16n hon 3 1an gié tri binh thudng sau khi lam HBV
DNA déu cho két qua trén 10 1an chimg duong.
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3.4. Pidu tri

Bang 6. Phan bd ti 1é hoat hoa HBV theo cac phac do diéu tri

o Hoat héa Khong hoat hoa
Phac do Diéu tri N Ti 18 (%) N Ti 18 (%)

VA trang b (<30mg/ ngdy) A
C6 corticoid liéu cao (> 30mg/ ngay) 2 28,57 5 71,43
Khoéng su dung anthracyclines 1 6,25 15 93,75
Co str dung anthracyclines 5 29,41 12 70,59
Khoéng st dung rituximab 3 10,34 26 89,66
Co str dung rituximab 3 75,00 1 25,00
Khong diéu tri khang virus trudc hoa tri 5 83,33 1 16,67
Diéu tri khang virus trudc hoa tri 1 3,70 26 96,30

Nhan xét:

- Khoang 1/3 s6 bénh nhan co st dung corticoid liéu cao bi tai hoat dong sau hoa tri.

- Trong s6 bénh nhan co sir dung Anthracycline, gﬁn 30% bi tai hoat dong.

- C6 3/4 s6 bénh nhan sir dung Rituximab bi tai hoat dong

- Phén 16n bénh nhan tai hoat dong VGB déu khong duoc diéu tri khang virus viém gan B trudc

hoa tri.

4. BAN LUAN

Trong nghién ctru nay, chiing toi ghi nhén ti 1¢
tai hoat dong HBV trén 33 bénh nhan c6 HBsAg
(+) dang diéu tri hoa chat 1a 18,18%. Sé liéu nay
thap hon so v6i cac nghién ctru trén thé gidi [2],[8]
12 20% dén 57%, c6 thé 1a do thoi gian nghién ciru
cua chung t6i ngén, sb lugng mau con han ché, dic
biét da s6 bénh nhan dugc diéu tri du phong khang
virus trudc d6 nén ti 1€ hoat hoa thép hon so voi
cac nghién clru tuong tuy.

Tinh trang tai hoat dong VGB trong nghién
clru cta chiing t6i xay ra chu yéu & bénh nhan tré
tudi, nam gidi, mac bénh lympho, ung thu phdi —
mang phoi, ung thu vi. Theo nghién ciru ctia Lok
va cong su (1991) [9] d6i voi bénh nhan lympho
dugc diéu tri hoa chit co HBsAg (+) thi gioi nam
1a mot yéu t6 duy nhat lam ting nguy co tai hoat
dong VGB. Mét nghién ctru khac cta Lok va cong
su (2009) [6], ti 1€ nam gidi tai hoat dong VGB la
28,6%. Ti 1¢ nay ciing kha phu hgp véi nghién ctru
cta ching t6i la 25%. Cling theo nghién ctu trén ti 1¢
tai hoat dong xay ra theo thir tu 1a U lympho (58,3%),
Vi1 (41,0%), Phoi (23,1%) twong dwong véi nghién clru
cua chung t6i 1a U lympho (33,33%), Phoi (25%), Vi
(22%) trong d6 Lympho chiém ti 1& cao nhat.
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Trong cac truong hop ching t6i ghi nhén
duoc, triéu chimg l1am sang thudng gip nhét 1a
mét moi, chan an chiém 100%. Day c6 thé 1a do
mot tinh trang viém gan virus B va/ hodc két hop
bénh canh ung thu dang diéu tri hoa chat. Ké dén
1a ti 1¢ vang da (33,3%) trong tong s6 cac truong
hop c6 tai hoat dong, theo nghién ctru ctia Liang
va cong su (1990) [4], ti 1¢ nay chi 1a 10%. So voi
nghién ctru nay [4], ti 1é ca bénh c6 viém gan tdi
cAp va tir vong 1an luot 13 6% va 5%, nghién ciru
ctia chung toi hai két qua cung 1 16,66%. Theo
chung t6i, su khac biét nay co thé do su chénh
léch sb lugng ca bénh cua 2 nghién ctru va thoi
gian tién hanh nghién ctru ctia chiing toi méi dién
ra trong thoi gian ngdn nén s6 lwong con han ché.
Triéu ching lam sang trén cac bénh nhan hoat
hoa khong dic hiéu, vi viy ching toi dé nghi nén
kiém tra sinh hoa thuong xuyén nham phat hién
sém hoat héa viém gan B.

Theo tiéu chuin chon mau, nghién ciru cua
chung t6i chi lay cac truong hop ¢6 HBeAg am tinh
trudce hoa tri nén ti 1¢ HBeAg trude hoat hoa la 100%.
Cac truong hop hoat héa dugce cho 1am HBeAg thi
¢6 50% c6 két qua duong tinh. Két qua nay cao hon
so v&i nghién clru cia W.Yeo va cong su (2004)



[6] 14 12,5% boi s6 lwong mau bénh nhan tai hoat
dong VGB cia chiing t6i con rat thap.

Tat ca cac truong hop trong nghién ctru cua
chung t6i sau khi tai tai hoat dong déu co ting men
gan 16n hon 3 lan gia tri binh thuong, trong d6 mot
nira s bénh nhay nay c6 ting men gan trén 10 lan
gia tri binh thuong. Pay co thé 1a tinh trang virus
viém gan B tin cong va pha hily cac té bao gan khi
khong bi trc ché.

Céc bénh nhan c6 men gan cao hon 3 lan gi6i
han binh thudng trong qua trinh diéu tri déu duoc
chung t6i cho lam HBV DNA va 100% truong hop
cho két qua trén 10 lan chimg duong. Ti 1¢ nay
gan voi két qua cua W.Yeo va cong su (2004)[6]
1a 93,93%.

Theo nghién ctru clia chung t6i, tat ca cac bénh
nhan hoa tri déu c6 st dung Corticoid. Theo do6
ti 1¢ tai hoat dong & 2 nhom sur dung licu thap va
lidu cao lan luot 1a 15,38% va 28,57%. Nguyén
nhan c6 thé lién quan t&i tinh trang suy giam mién
dich do sur dung corticoid liéu cao, kéo dai. Chung
toi cling ghi nhan 29,41% bénh nhan st dung
Anthracyclines bi hoat hoa, trong khi chi 6,25%
bénh nhan khong st dung anthracyclines c6 hién
tuong nay. So voi nghién cuu cia W.Yeo va cong
su (2004)[6], chi s6 nay lan luot 1a 46,34% va
19,54%. Mic du chua c6 sy tuong déng veé ti 18
nhung diéu nay ciing cho thiy c6 sy gia ting tai
hoat dong HBV cua bénh nhén ung thu dugc diéu
tri v6i phac d6 c6 Anthracyclines. Theo nghién
ctru cua Mendez-Navarro va cdng su (2011) [3] ti
1¢ tai hoat ddng HBV c¢6 50% & bénh nhan ung thu
duoc diéu tri Rituximab. Trong khi d6 nghién ctru
cua chiing t6i chiém 75%, cao hon so véi nghién
ctru trén boi s6 lwong miu ciia chiing toi qua it.

Pang luu y trong nghién ciru cua ching toi
ghi nhéan 5 trong 6 truong hop tai hoat dong HBV
déu khong st dung khang virus truéc va trong
khi hoa tri va chi ¢6 1 trong 27 truong hop co
diéu tri khéang virus xuét hién tinh trang hoat hoa
HBYV. Theo hai nghién cuu khac ciia Loomba va
Martyak [10],[11] cho thdy diéu tri Lamivudine
du phong lam giam tinh trang hoat hoa HBV tdi
80-87% va giam ti 1€ tir vong t&1 70% so véi nhom
khong st dung khang virus viém gan B, dong thoi
lam giam sy tri hoan diéu tri va két thic sém liéu

trinh diéu tri hoa tri ¢én 59%. Qua d6 cho chung ta
thdy tim quan trong trong viéc diéu tri khang virus
du phong trong viéc diéu tri bénh nhan ung thu
¢o6 chi dinh hoéa tri va giam ganh nang cho bénh
nhan ung thu. Cy thé theo khuyén céo thyc hanh
cia AASLD thi thoi gian diéu tri Lamivudine <
12 thang trong khi d6 Tenofovir voi thoi gian dai
hon theo Lok va McMahon, 2009 [12]. Thudc khang
virus nén dugc tiép tuc 6 thang sau khi két thuc liéu
trinh hoa tri, theo Saab va cong su (2007) [13]. Theo
nghién ctru cua Hui va cong su (2006) [14] thi ti [&
tai hoat dong HBV ¢ bénh nhan hoa tri c6 HBsAg
4m tinh va anti-HBc duong tinh 1a 3% va con s
nay thay doi tir 2% dén 25% bénh nhan diéu tri
¢6 phac d6 Rituximab theo cac nghién ciru cua Ji
D, Koo, Matsue va Yeo va cong su (2009) [15]
[16]. Trong nghién ctu cua chung t6i khong ghi
nhan dugce sb bénh nhan cb HBsAg am tinh va
anti-HBc duong tinh tirc 1a s6 bénh nhan da nhiém
virus viém gan B da qua trong qua kha. Do do,
v6i ti 18 dang cha y ching ta can luu ¥ vin dé nay
trong qua trinh theo ddi va diéu tri bénh nhan ung
thu dang hoa tri dac biét nhitng bénh nhan c6 phac
d6 Rituximab.

Nghién cuu cua Yeo va cong su (2001) [17]
trén bénh nhan ung thu va diéu tri phac dd co
Doxorubicin va Cyclophosphamid thi nhan thay
ndng d6 HBV DNA ting trude 2 tuan so v6i ALT.
Noéng d6 HBV DNA ting 5-8 tuan trudc ALT &
bénh nhan HBV man tinh c6 tai hoat dong tu phat
( Maruyama va cong su) [18]. Do d6, viéc theo doi
ndéng d6 HBV DNA va ALT trudc va trong hoéa tri
rt quan trong dé kip thoi chan doan tinh trang tai
hoat dong HBV. Mt khi ¢6 su gia taing HBV DNA
trude khi ting ALT & bénh nhan hoéa tri c6 HBsAg
duong tinh hodc HBsAg am tinh/ anti-HBc duong
tinh thi viéc xem xét diéu tri khang virus nén duoc
dé nghi ban dau.

5. KET LUAN

Nghién ctru ctia chiing t6i ghi nhan c6 6 truong
hop tai hoat dong VGB trong tong sb 33 dbi tuong
nghién ctru chiém 18,18%. Trong nghién ciru, ti 18 tai
hoat dong VGB cao hon & cac dbi tugng sau: tré < 60
tubi, nam gi61, & nhom bénh nhan u lympho, ung thu
phdi, ung thu vii. Tai hoat dong viém gan B c6 thé
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d& gap & nhimg ngudi co didu tri corticoid liéu cao,
Anthracycline va dac biét la Rituximab.

6. KIEN NGHI

Nghién ciru cua chung t6i sé lugng mau con
it do d6 két qua con can dugc kiém chimg véi sd
lvong mau 16n hon. Vi vay, ching toi s& tiép tuc
nghién ctru nay dé dua ra cac két luan xac dang
hon. Tuy két qua con han ché vi ¢c& mau nhung
qua nghién ctru nay kém dbi chiéu véi cac nghién

ctru lién quan, chiing t6i c6 nhitng goi y trong thuc
hanh nén chang:

1. Test HBsAg nén dugc tdm soat cho tit ca
bénh nhan ung thu c6 chi dinh hoa tri.

2. Nhiing bénh nhén ung thu c6 chi dinh dung
phic d6 c6 Rituximab nén dugc tim soat test
HBsAg va anti-HBc¢

3. Nong d6 HBV DNA va ALT nén dugc theo
ddi mdi 1-3 thang trude va trong hoa tri, tbi thiéu
6 thang sau khi két thiic hoa tri.
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