TAP CHi NGHIEN CPU Y HOC

HOI CHU’NG FANCONI VA TINH TRANG THIEU MAU NANG
LIEN QUAN PEN TENOFOVIR & BENH NHAN VIEM GAN B
MAN TiNH: BAO CAO CA LAM SANG
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"Trrong Pai hoc Y Ha Noi

2Bénh vién Bach Mai

Tenofovir disoproxil fumarate (TDF) duoc ghi nhan la mét thubc an toan, duoc stv dung trong diéu tri
HIV va viém gan B. Tuy nhién, thubc ciing duoc ghi nhan c6 énh hudng xéu Ién chirc ndng than trong mot
vai ca bénh riéng 1. Ching t6i bdo cdo vé mdt truong hop héi chirng Fanconi & bénh nhan viém gan B
man tinh, do tac dung phu de doa tinh mang ngudi bénh ctia TDF, sau 5 ndm diéu tri. Viéc chén doan duoc
duwra vao két quad xét nghiém chirc ndng than trudc va sau diéu tri can thiép, két quéd mé bénh hoc. Bao céo
clia ching t6i luu y cac thdy thubc vé tac dung phu hiém gédp, nghiém trong, dé xiv tri kjp thoi khi str dung
TDF trong diéu tri viém gan B man tinh. Bdng thdi, chung téi ciing thdo luén vé céac yéu té nguy co gay doc
than lién quan dén TDF va duwa ra cac khuyén nghj dé theo d6i chirc ndng than trong qué trinh diéu tri TDF.

Tir khéa: Hoi chirng Fanconi, tenofovir disoproxil fumarate.

I. DAT VAN DE

Than déng vai trd quan trong duy tri thang
bang kiém toan cla co thé théng qua hoat dong
tai hap thu bicarbonat va loai bd ion H* dw thira
tai 6ng than. Sy rdi loan chirc nang éng than
gay nén toan héa éng than.! Toan héa éng than
typ 2 la tinh trang toan héa mau gay ra b&i sw
réi loan chirc ndng éng lwon gan, dan dén co
thé khong tai hap thu dwoc bicarbonate.? Trong
bénh canh nay, toan héa éng than thuwong la
mot phan cla khiém khuyét cta chirc nidng
éng lwon gan noi chung, con goi la hdi chirng
Fanconi & than (v&i cac triéu chirng nhw dwong
niéu, protein niéu, tiéu phosphat, ha phosphat
mau va ha acid uric mau).® Cé nhiéu nguyén
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nhan dan dén toan hoa éng than typ 2 nhu:
di truyén; cac bénh ly tding gamma globulin
don dong (da u tly xwong, amyloidosis); cac
bénh hé théng (Lupus ban dé hé théng, hoi
chirng Sjogren); do thubc (chi hodc cac kim
loai ndng, chat c ché anhydrase carbonic
(acetazolamide, topiramate), tetracycline qua
han s&r dung, aminoglycoside, valproate, thay
ngan, tenofovir...).*

TDF la mot chét (rc ché men sao chép nguoc
nucleotide, thuéc nay dwoc st dung réng rai
trong diéu tri cho bénh nhan nhiém HIV va viém
gan B.® M&c du, thubc dwoc cho la twong déi an
toan, nhung da c6 mot sé bao cao vé doc tinh
trén than cta thuéc, nhw cac thé tbn thuwong
toan héa éng than, hoai t&r 6ng than cép va tén
thwong than cép.5® Hoi chirng Fanconi la mot
bién chirng twong déi hiém gap khi st dung
TDF trong diéu tri. Cac bao céo vé hdi chirng
Fanconi va ton thwong than cép tinh lién quan
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dén TDF chud yéu la cac trwdng hop riéng 1é
trén bénh nhan nhiém HIV, ngoai ra ciing dwoc
bao cao & bénh nhan viém gan B."%

Trong bdo céo nay, chung t6i mo tad mot
trwong hop bénh nhan viém gan B man tinh,
da dwoc diéu tri 5 nam bang thudc khang virus,
nhap vién vi tén thwong than cap kém theo hoi
chirng Fanconi do TDF. Bao cao cua chung to6i
go6p phan khuyén céo cac thay thudc can quan
tam dén céac tac dung phu nang, hiém gap, &
nhirng nguoi bénh dwoc didu tri bang TDF.

Il. GIOI THIEU CA BENH

Bénh nhan nam 37 tudi nhap vién vi cac
triéu chirng mét méi, budn nén va chan an
trong khoang 15 ngay trwé'c khi nhap vién. Tién
st bénh: viém gan virus B dwoc chan doan
cach 10 nam va hién tai dang duy tri Tenofovir
300 mg/ngay trong 5 nam nay. Bénh nhan chuwa
tirng dwoc chan doan suy than, hay bénh ly
thén trwéc day.

Kham thwc thé: bénh nhan co tinh trang
suy kiét vé&i can nang la 37kg, chiéu cao 1,78m
(BMI 11,6 kg/m?). Ngwoi bénh cd phu nhe 2
chi dwdi, da khé nhwng khong rd d4u hiéu méat
nwdc trén 1am sang. Huyét ap: 90/60 mmHg,
mach 105 nhip/phut, nhip thé 20 lan/phat, SpO,
96%. Xét nghiém mau ghi nhan tinh trang thiéu
mau nang (héng cau 1,92 T/L, hemoglobin 66
g/L, hematocrit 0,192), cung v&i sy gia tang
creatinine huyét thanh (Scr: 530 ymol/L; mircloc
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cau than wéc tinh - eGFR: 11,6 mL/phat/1,73m?
da) va ha kali mau (2,7 mmol/L). Xét nghiém
khi mau déng mach cé tinh trang nhiém toan
chuyén hoéa (pH 7,27; HCO, 13,3 mmol/L;
khoang tréng anion 13,4; pCO, 25,3mmHg va
pO, 127mmHg). Xét nghiém nwérc tiéu (mau cét
ngang) pH 6,0; ti trong nwéc tiéu 1,009; protein
niéu va glucose niéu (+). Protein niéu 24 gio la
810mg. Cac xét nghiém clia bénh nhan trong
4 ngay dau khi nhap vién duoc trinh bay trong
Bang 1.

Két qua hoi chan xac dinh tinh trang nhiém
toan chuyén héa khéng tang khoang tréng
anion gay ra. Vi vay, cac xét nghiém dé sang
loc nguyén nhan gay toan hoa éng than the
phat cling dwoc thwe hién. Xét nghiém mién
dich hoc: khang thé khang nhan (ANA), khang
thé khang chudi kép DNA (Anti-dsDNA) va
khang thé té bao chat khang bach ciu trung
tinh (ANCA) déu am tinh. Xét nghiém néng
dod cac kim loai ndng trong mau va nuéc tiéu:
ceruloplasmin, ddng, chi va arsen cho két qua
binh thuweng. D& loai trir kha nang ngd doc
vitamin D, néng dé vitamin D va PTH ciing
dwoc danh gia va két qua khong tng ho gia
thuyét nay. Siéu am bung cho thay gan, lach va
than hai bén c6 do hdi am va kich thwdc binh
thwong. Siéu am tim qua thanh ngwc ghi nhan
phan suét tbng mau binh thwong (EF 65%).
X-quang nguc clia bénh nhan khéng ghi nhan
bat thuwong.

Bang 1. Cac thong s6 xét nghiém ctia ngwei bénh tai thei diém nhap vién

Théng s6 Két qua Khoang tham chiéu
Hdng ciu (RBC) 1,92 44-59TIL
Hemoglobin (HGB) 66 136 - 175 g/L
Bach cau (WBC) 4,57 4,0-10,0 G/L
Tiéu cau (PLT) 83 150 - 400 G/L
Coombs test (truc tiép/gian tiép) Am tinh Am tinh
uré 244 3,2 - 7,4 mmol/L
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Théng s6 Két qua Khoang tham chiéu
Creatinine 530 59 - 104 umol/L
eGFR (CKD-EPI 2021) 11,6 ml/phut/1,73 m?
Protein 53,4 66 - 87 g/L
Albumin 25,7 35-52
Glucose 4,2 4,0 - 6,0 mmol/L
AST/ALT/GGT 22/13/230 (<37/<41/8,0-61U/L)
Na* 136 136 - 145 mmol/L
K* 2,7 3,4 - 4,5 mmol/L
Cr 116 98 - 107 mmol/L
Sét 20,3 8,1- 28,6 umol/L
Transferrin 140 200 - 400 mg/dL
Ferritin 1715 30 - 400 ng/mL
Bilirubin toan phan 7,3 < 17,1 ymol/L
AFP 4.4 < 7,0 ng/mL
Acid uric 216 206 - 416 umol/L
Phospho 0,47 0,87 - 1,45 mmol/L
250H Vitamin D (D3) 4,58 > 20 ng/mL
Calci total 1,84 2,2 - 2,64 mmol/L
Parathyroid hormon (PTH) 19,5 1,6 - 6,9 pmol/L
Magenesi 0,44 0,73 - 1,06 mmol/L
Folate 15,46 7,0 - 45,1 nmol/L
Vitamin B12 173,9 179 - 660 pmol/L

Vi sinh

HBsAg : Dwong tinh HbeAb: Am tinh HbeAg: dwong tinh yéu
HBV-DNA: < 20 IU/mL
HCV Ab: &am tinh HIV Ag/Ab: am tinh Dengue virus NS1/IgM: am tinh

Ngoai ra, do bénh nhan cé tinh trang thiéu
mau nang, cac xét nghiém tim nguyén nhan
thiéu mau ciing dwoc dé xuéat thwc hién. Noi
soi tiéu hoéa khong phat hién tdén thwong dang
chud y. Tuy nhién, két qua sinh thiét tdy xwong

cho thay mat do té bao gidm tram trong, khoang
80% dién tich va sé lwong khoang tao mau bi
mé& hoan toan. Cac mau héng cau, bach cau
hat va tiéu cau bj gidam san nghiém trong (xem
Hinh 1).
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Hinh 1. Hinh anh sinh thiét tiy xwong ctia bénh nhan
(A), (B) Méat do té bao gidm nang, khodng 80% dién tich va sé luong céac khoang sinh méu mé héa
hoan toan. Dong héng céu, bach céu hat va méu tiéu céu giam sinh ndng

Bénh nhan dwoc x tri bu kali qua duwdng
tinh mach, truyén bicarbonate va dich dang
trwong (NaCl 0,9%), truyén 1.050ml héng cau.
Khai thac vé tién st bénh ghi nhan TDF Ia
loai thuéc duy nhat dwoc bénh nhan st dung
trong khoang thoi gian kéo dai. Do khéng xac
dinh dwoc nguyén nhan nao khac dan dén tén
thwong than trong trwong hop nay, chung téi da
dwa ra quyét dinh ngirng st dung TDF. Trong
hai tuan nam vién, céc triéu chirng clia bénh
nhan dan dan cai thién; cac xét nghiém pH
mau, dién gidi va chrc nang than dwgc phuc
hdi (urea 6,3 mmol/L; creatinine 149 umol/L; pH
mau 7,31; kali 4,6 mEq/L).

Bénh nhan da duoc sinh thiét than dé chan
doan. Két qua dwoc phan tich dwéi kinh hién
vi quang hoc si* dung cac hoéa chat nhudém
tiéu chuan (PAS, bac methenamine, Masson’s
trichome va Congo Red) va dwéi kinh hién vi
mién dich huynh quang (IgG, IgA va IgM, C3,
C1q va C4) (Hinh 2). Phan tich dwéi hién vi
quang hoc cho thdy 29 ciu than cé ciu tric
gan nhuv nguyén ven. Nguwoc lai, dng lvon gan
bi tén thwong cap tinh va lan tda, vdi cac thé wa

acid vui trong 16ng té bao trong khi mé ké it bi
anh hudng (Hinh 2A, 2B). Céc té bao biéu mo
4ng lwon gan déi khi co tinh trang héc héa va
bong tréc tirng phan ctia mang day (Hinh 2C).
Viéc quan sat thay cac thé vii mau dd hodc
wa mau fuchsin trong bao twong clia cac té
bao biéu md éng lwon gan bing phwong phap
nhudém ba mau cia Masson da lam tang kha
néng c6 sw hién dién cla cac ty thé khdng 16, 1a
d4u hiéu dac trung cta doc tinh trén than cda
tenofovir (Hinh 2D). M&c du, thiéu bang chirng
trén hién vi dién t&, nhirtng phat hién nay da
dan dén chén doan trén bénh nhan hoi chirng
Fanconi do TDF gay ra.

Sau khi c6 két qua sinh thiét than, bénh
nhan dwgc chi dinh tam dirng thudce khang
virus (TDF) va khéng thay thé b&i thubéc nao
khac (do két qua do tai lwong virus thap), diéu
tri tinh trang toan héa bang ché phdm Natri
bicarbonat 1,4% 500 ml/ngay, bdi phu Kali. Sau
2 tuan diéu tri, xét nghiém cai thién tbt, véi khi
mau dong mach pH 7,31; kali mau 4,6 mmol/L;
chirc nang than: uré 3,6 mmol/L, creatinin 146
pmol/L, Hb 114 g/L. Bénh nhan dwoc ké don
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Hinh 2. Hinh anh sinh thiét than ctua bénh nhan
(A), (B) thé wa acid trong bao tuong té bao biéu mé éng luon gan (nhudém HE x 400) (mdi tén den).
(C) céc té bao biéu mé bng luon gan phi dai, thinh thodng c6 hién tuwong héc héa va bong troc biéu
mé khu tra, cung véi sw bong troc tirng doan ctia mang day bén dudi. (D) céc thé vui ndi bao wa
fuchsin trong céc té bao biéu mé éng lwon gan (mdi tén den) (Masson x 400)

ngoai tri bang ché phadm Natri citrat/Kali citrat
két hop bd sung Kali dwérng ubng, tam dirng
thudc diéu tri viem gan virus. Két qua sau 2
tuan kham lai cho thay tinh trang dap (rng tét vé
chirc nang than va tinh trang thiéu mau: Hb 113
g/L; uré 6,3 mmol/L; creatinine 143 umol/L; pH
mau 7,34; kali mau 3,9 mmol/L. Tuy nhién chi
s6 men transamin cé xu hwéng tang (AST/ALT/
GGT lan lwot 1a 74/55/629 U/L). Vi vay, bénh
nhan dwoc quyét dinh diéu tri lai viéem gan B
béng entecavir (c6 diéu chinh liéu theo mirc loc
cau than).

IV. BAN LUAN

TDF & mot tién chét sinh hoc clia tenofovir.

DPay 1a mot chat e ché men sao chép nguoc
twong tw nucleotide manh dung trong diéu tri
HIV va viém gan B. Liéu dung théng thwéong
cua TDF la 300 mg/ngay. TDF dwgc dung nap
tt trong cac thir nghiém 1am sang vai thi gian
theo ddi Ién t&i 96 tuan.'® Tac dung phu thwong
gdp cla thubc bao gdm phat ban, tiéu chay,
nhirc dau, dau dén, trdm cam, suy nhuoc va
budn nén.'® V& tac dung phu trén than, TDF c6
thé gay tén thwong than cap chi yéu théng qua
viéc gay tbn thwong éng lwon gan. Thube dwoc
thai trlr qua than théng qua co ché van chuyén
chd déng & éng than. Tenofovir tich tu va gay
tdn thwong than & éng lwon gan khi c6 sy mat
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can bang trong qua trinh hap thu trong huyét
twong va thanh thai qua than. Cac biéu hién
nghiém trong bao gém suy than nang hoac hoi
chirng Fanconi.'” Tenofovir alafenamide (TAF)
hodc entecavir 1a cac thubc didu tri viem gan
virus B man dwoc dé xuét dé thay thé cho TDF
trong trwdng hop xuéat hién tén thwong than.
Tuy c6 cac dir liéu an toan hon TDF trén than,
cling da cé ba trwong hop bao cao da bao cao
ton thwong than lién quan dén TAF (lién quan
dén viéc dung thudc qua liéu, st dung trén bénh
nhan dang c6 tén thwong than cap do nguyén
nhan khac, va st dung déng thoi véi mot thube
khang virus khac - ledipasvir - chat c6 thé lam
tang ndng dd tenofovir trong mau).

HOi chirng Fanconi kém toan hoa 6ng than
typ 2 1a mot bién chirng trén than hiém gap cta
TDF. Cu thé, di¥ liéu tir cac nghién ctru vé do an
toan sau khi dwa ra thi trwong bao gébm 10.343

TAP CHi NGHIEN CU’U Y HOC

bénh nhan dwong tinh v&i HIV cho thdy cac
tac dung phu nghiém trong trén than dwoc ghi
nhan & khoang 0,5% bénh nhan dung tenofovir
trong bén nd&m dau s dung thubc, trong do,
hdi chirng Fanconi chi gdp & < 0,1% sb bénh
nhan."™ Truwéng hop dau tién dwoc bao céo vé
hdi chirng Fanconi lién quan dén TDF 13 bao
cao cua Verhelst va cong sy trén mot bénh
nhan ddng nhiém HIV va HCV cé tinh trang tén
thwong than cap va ha Kali mau vao nam 2002."2
Ké tlr d6 cho dén nay, cé khodng chwa dén 30
ca lam sang bao cdo vé tén thwong tuong tuw,
do TDF géay ra trén nhém bénh nhan HIV. Bang
cha y, ¢é hon 50% sé trwong hop TDF duoc
st dung két hop cung véi cac thudc khang
retrovirus khac nhu ritonavir hoac lopinavir, dan
dén tinh trang tang tich Ity tenofovir & cac té
bao 6ng lwon gan, lam gia tang ti 1& xuét hién
cla héi chirng Fanconi.™

Bang 3. Pac diém cac ca lam sang hdi chirng Fanconi do TDF trén bénh nhan viém gan B

Gracey DM Hwang HS Vigano M  Liatsou E
(2013) (2015) (2014) (2023)
Ca1™ Ca 2™ Ca 3% Ca 4% Ca 5% Ca 6"
Gioi Nam Nam Nam Nam Nam N
Tubi 39 52 58 62 44 68
Liéu TDF
. 300 300 245 245 300 300
(mg/ngay)
HBeAg Am tinh Am tinh Am tinh Am tinh Am tinh Am tinh
Tai lwong virus
7N 110.000 6.400.000 <12 121.780 12.300 0
(IU/mL)
Thoi gian st , , , , . N
48 thang 24 thang 30 thang 45 thang 3 thang Khéng ro
dung TDF
Creatinin &
thoi diém phat
. 127 pmol/L 135 pmol/L 1,32 mg/dL 3,35 mg/dL 3,22 mg/dL 2,79 mg/dL
hién hdi chirng
Fanconi
GFR (ml/
59 51 55 18 15,6 17,9

phat/1,73m? da)
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Gracey DM Hwang HS Vigano M  Liatsou E
(2013) (2015) (2014) (2023)
Ca1" Ca 2™ Ca 3% Ca 4% Ca 57 Ca 6"
Hb Khéng ro Khéng ro Khéng ro Khéng ro Khéng ro 140 g/L
Kali mau Khoéng ro Khoéng ro 4,7 mEg/L 3,6 mEg/L 2,0mEg/L 1,8 mmol/L
Phospho mau 0,8 mmol/L 0,68 mmol/L 2,0mg/dL 1,7 mg/dL 2,6 mg/dL 0,9 mg/dL
Protein niéu 0,6 g/24h 0,2g/24h  0,05g/24h 0,3 g/24h Nhiéu 2,2 g/24h
Buwdng niéu Co Co Co Co Co Co
LoaNgXUONg 1 ang e Khong r co Khon Khong r5 co
(T-score) g 9 9 g
Tén . A A . Tén
. . Khoéng thye  Khong thye Khéng Ton thuwong
Sinh thiét than thwong = = = . N thwong
B - hién hién thwc hién ong than P -
ong than ong than

Khodng thoi gian xuét hién bat thwong
& than k& tir khi st dung TDF dao doéng tir 1
dén 26 thang tuy tirng trwong hop. Labarga va
cong su tién hanh nghién ctu déi chirng gitra
ba nhém bénh nhan HIV, mét nhém st dung
phac d6 HAART c6 TDF, mot nhém dung phac
dd HAART khéng chira TDF va nhém con lai
khong st dung thubc cling cho thay két qua ti1é
ton thwong 6ng than & nhém s dung TDF cao
hon so v&i nhém con lai (OR = 21,6; 95% CI:
4,1 - 113; p < 0,001).2° Diéu dang ndi 1a trong
nghién ciru nay, mrc loc ciu than cda tat ca
cac bénh nhan déu trong gi¢i han binh thwong.
Nhw vay, tbn thuwong 6ng than do TDF thwong
xuét hién sém du chirc ndng cau than khong bi
suy giam dang k&. Do vay, viéc dwa canh bao
vé anh hudng ctia TDF trén than |a can thiét bat
chép viéc trwdc day, TDF duwgc coi la an toan
ddi v&i than trong 4 ndm dau tién siv dung.™®

Déi voi bénh nhan nhiém viém gan B don
thuan, cac di lieu vé dd an toan ciia TDF con
nhiéu han ché. Theo tim hidu cta chung t6i,
tinh dén thang 10/2023, m&i chi c6 6 ca bénh
lam sang vé hoéi chirng Fanconi nghi ngd do
TDF xay ra trén bénh nhan nhiém viém gan B

don ddc duoc bao cdo trong y van™. Biéu dang
lwu y 1a khac véi cac ca bénh nhiém HIV, ca 6
trwdng hop nay déu ghi nhan cé tén thuong
than cép (v&i mie loc ciu than wéc tinh - eGFR
suy gidm) khi phat hién ra hoi chirng Fanconi.
Thoi gian phat hién sém nhéat 1a sau 3 thang,
dai nhat 14 48 thang sau khi sir dung TDF (Bang
3).1421.22

Ca bénh cla chung t6i dwoc chan doan xac
dinh 1a tbn thwong than cép dwa trén sw hoi
phuc clia chirc nang than (mdc loc ciu than
tinh theo ndng dd creatinin huyét thanh) sau
2 tudn diéu tri. Hoi chirng Fanconi cling duoc
xac nhan trén bénh nhan nay véi cac dac diém
dién hinh nhw toan héa éng than typ 2, ha Kali
mau, ha phospho mau, dwdng niéu, protein
niéu. Két qua sinh thiét than véi tén thwong dac
trwng ctia dng lwon gan ciing pht hop véi chan
doan trén. V& mirc d6 nghiém trong, truéng
hop clia ching toi dwgc xac dinh chan doan
héi chirng Fanconi & bénh nhan cé mic loc
cau than tai thoi diém phat hién Ia thap nhat
(11,6 ml/phut/1,73m? da). Ngoai ra, & ca 6 ca
I&m sang trén, khéng cé ca nao ghi nhan tinh
trang thiéu mau nang can phai truyén khdi héng
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cau nhu ca bénh clia ching t6i (hemoglobin 66
g/L luc nhép vién). Chung t6i cling khéng tim
dwoc mot tai liéu nao trong y van dé cap dén
tinh trang thiéu mau nang khi st dung TDF kéo
dai trén bénh nhan viém gan B man tinh. Mét
bao cao ca lam sang cua Buldokuglu va cong
sy c6 néu gid thuyét vé& kha nang gay thiéu
mau do tan mau lién quan dén TDF, méac du
vay trong ca bénh cla ching t6i, két qua néng
dd bilirubin gian tiép binh thuong, test Coombs
am tinh cdng véi viéc sinh thiét tiy xwong cho
thay hién twong cac khoang sinh mau thoai hoa
m& nang da loai trir kha nang thiéu mau do tan
mau & bénh nhan nay.® Viéc tly xwong bi giam
sinh xu hwéng m& hoéa trong trwdng hgp nay
c6 thé 1a mot tac dung phu nghiém trong cua
TDF I&n c4u trdc cla cac xwong det (chira tiy
xwong sinh mau). M6t phan tich gdp nam 2020
do Benjamin Baranek va cdng s thwc hién da
chi ra rang TDF lam gidm mat d6 xwong khi s
dung kéo dai trén bénh nhan HIV (cot sbng that
lwng: MD = -1,62%; 95%CI: (-2,30) - (-0,95);
toan bd hong : MD = -1,75%; 95%Cl: (-2,08)
- (-1,42); cb xwong dui: MD = -1,26%; 95%Cl:
(-2,15) - (0,38)).24 Do thiéu di két qua do mat do
xwong cling nhw nhixng han ché cua viéc bao
cdo ca lam sang, rat kho dé khang dinh tinh
trang thiéu mau néng & ngudi bénh cé thuc sw
do TDF gay ra hay khong. Tuy nhién két qua sw
cai thién vé chi s hemoglobin sau khi ngirng
TDF c6 thé phan nao Gng hd cho quan diém
TDF la nguyén nhan dan dén tinh trang thiéu
mau & bénh nhan nay.

Trwdng hgp cla chung téi la ca bénh thr 4
trong 7 ca bénh trén co6 hinh anh sinh thiét than
dé danh gia ton thwong. Mac du, han ché vi
khoéng quan sat dwoc tén thwong trén hién vi
dién tt, tuy nhién hinh anh hién vi quang hoc
twong dbi phu hop véi tdn thwong cia 3 ca
bénh da dwoc bao cdo. Tén thwong chi yéu
dwoc ghi nhan tai vi tri dng lwon gan trong khi
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cac cau than twong déi binh thwérng. Cac éng
than teo nhe, rai rac cé thoai héa héc va lang
dong tru albumin. Céc té bao 6ng lwon gan tén
thwong cép tinh va lan tda, cé cac thé vui va
acid trong bao twong; phu hop véi déc diém
tdn thwong cla hdi chirng Fanconi do TDF gay
ra, ddng thoi gidi thich dwoc tinh trang toan hoa
éng than typ 2 trén lam sang.™

Nhw vay, théng qua trwérng hop bénh trén, dé
phong nglra cac tac dung phu nghiém trong cta
TDF trén than, dac biét la hdi chirng Fanconi,
can theo dbi sat chirc nang than (eGFR) cling
nhw cac bat thwong khac trong mau va nwéc
tiéu nhw: ha Kali mau, phospho mau, dwong
niéu (& bénh nhan khéng co tién st dai thao
dwong). Hiép hdi Nghién ciru Bénh Gan Hoa
Ky vé diéu tri viém gan B man tinh khuyén céo
bénh nhan dang diéu tri tich cwc bang TDF nén
kiém tra creatinine huyét thanh, phospho mau,
glucose trong nuwéc tiéu va protein trong nuéc
tiéu trwdc khi bat diu dung thube, va theo dai it
nhat mot I1An moi ndm.2s

V. KET LUAN

Tuy két qua sinh thiét than cé han ché do
khéng doc dwoc trén hién vi dién t&, nhung day
ciing 1a mét trwdng hop dwoc chan doan hoi
chirng Fanconi do TDF trén bénh nhan chi méc
viém gan B. Qua day, cac bac si lam sang can
cha y hon dén viéc theo déi chirc nang than va
céc rbi loan dién gidi xuat hién trén bénh nhan
viém gan B c6 s dung TDF, tir d6 phat hién
s&m va x tri kip thdi cac bién chirng hiém gap
c6 thé xay ra.
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Summary

TENOFOVIR-ASSOCIATED FANCONI SYNDROME AND
SEVERE ANEMIA IN A PATIENT WITH CHRONIC HEPATITIS B
MONOINFECTION: A CASE REPORT

Tenofovir disoproxil fumarate (TDF) is considered as a safe drug, used in the treatment of HIV
and chronic hepatitis B. However, this drug has also been reported to have adverse effects on kidney
functionin afew cases. We report a case of Fanconi syndrome in a patient with chronic hepatitis B, due
to a life-threatening side effect of TDF, after 5 years of treatment. The diagnosis of Fanconi syndrome
is based on histopathological results and recovery of kidney function after interventional treatment.
Our report warned physicians about rare and serious side effects for timely management when using
TDF in the treatment of chronic hepatitis B. In addition, we also discussed risk factors for TDF-related
nephrotoxicity and provided recommendations for monitoring renal function during TDF treatment.

Keywords: Fanconi syndrome, Tenofovir disoproxil fumarate.
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