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GIOI THIEU LUAN AN

DANH MUC CHU VIET TAT

BTMT BTMT

HA Huyét &p

HATB Huyét ap trung binh
HC Hong cau

HCTH Hoi ching than hu

IgA Immunoglobulin A

[o]€; Immunoglobulin G
IgM Immunoglobulin M

IgE Immunoglobulin E
JNC Joint National Committee
KHVQH Kinh hién vi quang hoc
MBH MBH

MDHQ Mién dich huynh quang
MLCT Mic loc cau than
UCMC Uc ché men chuyén
UCTT Ut ché thy thé

1. Pit van dé

Bénh than IgA 1a mot trong nhirng thé ton thuong cau than phd
bién & nhiéu nudc trén thé gigi. Bénh than IgA tién trién twong doi
am tham va it triéu chimg nhung gay suy giam chirc nang than khong
hoi phuc, khoang 1/3 s6 BN bénh than IgA tién trién dén bénh than
giai doan cudi trong khoang thoi gian tir 10 dén 20 nam.

Bénh than IgA cd triéu chung 1am sang thuong kin dao va khong
dic hiéu, biéu hién bang nhiing dot dai mau vi thé hodc dai thé, co



thé kém theo protein niéu hoic khong, do d6 BN dé duoc chan doan
dai mau don doc. Chan doan xac dinh bénh phai dua vao sinh thiét
than, thay ling dong IgA wu thé & gian mach cau than. Do sinh thiét
than 1a mot thu thuat xam nhap, khdng thé thyuc hién mang tinh sang
loc nén c6 mot ti 16 BN méc bénh than IgA bi bo sét chan doan. Do
d6 trong thyc té, ti 1& bénh than IgA cao hon so véi cac con s6 ma cac
nghién ctru dwa ra. O Singapor, bénh than IgA Ia loai bénh cau than
phd bién nhét trong cac bénh cau than tién phat, chiém tsi 42-45%. O
ngudi My da tring, ti 18 bénh than IgA 1a phd bién nhat trong cac
bénh cau than theo nghién ciru nam 2006 ciia Nair and Walker.

Diéu tri bénh than IgA mic du di c6 nhiéu tién bo trong vai thap
ky qua nho cac thir nghiém 1am sang, song cho dén nay chua thong
nhat trén toan thé gigi. Phan 1on cac nghién ciu théng nhat vé lgi ich
cua diéu tri ¢ ché men chuyén va UCTT angiotensin 11, tuy nhién
lidu lwong cu thé, tong thoi gian diéu tri, gid tri cua diéu tri don doc
hay phdi hop van con chua duoc xac dinh rd rang. Loi ich caa diéu
trj corticoid va cac thudc tc ché mién dich van con tranh céi.

O Viét Nam, chan doan bénh than IgA nhiing nim gan day da co
nhiéu tién bo, dic biét sy phat trién cua chuyén nganh Giai Phiu
Bénh véi nhuém mién dich huynh quang (MDHQ) d3 gitip chin doan
bénh than IgA ciing nhu nhiéu loai bénh cau than khac. Tuy nhién,
cho dén nay chua c6 mot nghién ctru ndo vé& bénh than IgA & dbi
tuong nguoi Viét Nam trudng thanh.

Tim hiéu vé diac diém 1am sang va MBH cua bénh than IgA,
budc dau 1ap ké hoach quan 1y, theo ddi va diéu tri cho nhém BN nay
1a nhu cu va nhiém vu thuc té tai Viét Nam hién nay.Vi vay ching
t6i dat van d& nghién ctu dé tai “Mo ta dic diém 1am sang, can 1am
sang, MBH va budc dau theo doi diéu tri bénh than IgA” voi hai
muc tiéu:

-Mb ta dic diém 1am sang, cin 1am sang va dbi chiéu véi dic
diém MBH & BN bénh than IgA.



-Buée dau lap ké hoach, theo doi, danh gia thuc trang tun thu
diéu tri va két qua diéu tri BN bénh than IgA
2. Tinh thoi sy ctia ludn an

Luan 4n duoc tién hanh trong bdi canh BTMT dang ngay cang
gia tang va tro thanh mot ganh nang cho x& hai tai Viét Nam. Bénh
cau than néi chung va bénh than IgA ndi riéng la nguyén nhan phé
bién dan dén BTMT giai doan cudi ¢ Viét Nam. Mic du da c6 mot sb
nghién ciu vé bénh Iy cau than nhung chua cé nhiéu nghién ctu vé
bénh than 1gA tai Viét Nam. Do d6 dé tai nay la can thiét trong bdi
canh hién nay ¢ Viét Nam.

3. Nhirng déng gop khoa hoc trong luin an

Day 1a nghién ctru dau tién danh gia dic diém 1am sang, can 1am
sang, MBH va theo ddi diéu tri bénh than IgA & dbi twong ngudi
truong thanh ¢ Viét Nam.

Nghién ctru da chi ra ti 1 bénh than IgA, dic diém lam sang néi
bat 12 tiéu mau dai thé hodc tiéu mau vi thé. Dac diém CLS c6 protein
niéu cha yéu ¢ mirc dudi ngudng than hu. Pic diém MBH hay gap
nhét 14 xo hoéa cau than mot phan, thir 2 14 ting sinh gian mach.Ti 1
cau than xo hoa toan bé ti 1& thuan vai thoi gian ting HA va HATB,
ti 1 nghich voi MLCT. Ti Ié cu than xo hoa cuc bd ti 1& nghich voi
MLCT.Quan 1y, theo ddi va diéu tri nhém BN ndy cho thiy c6 mot
luong 16n BN bo diéu tri sau 12 thang (53,75%). Diéu tri
UCMC/UCTT angiotensin Il cai thién chirc ning than, ting ndng do
protein mau va albumin méu, giam protein niéu 24h ¢ y nghia thdng
ké sau 3 thang, 6 thang va 12 thang ddi véi nhém bénh than IgA c6
protein niéu < 1g/24h. Piéu trj corticoid liéu trinh 6 thang ddi véi
nhom bénh than IgA cd protein niéu > 1g/24h an toan va c6 hiéu qua
cai thién chuc nang than, tang protein mau, albumin mau, giam
protein niéu 24h sau 3, 6, 12 thang, sy thay ddi c6 ¥ nghia thong ké.



4. B6 cuc ciia luin 4n

Luan an c6 117 trang (khdng bao gom phu luc va tai liéu tham
khao), dat vin dé 2 trang,gém 4 chwong: chuong 1. Téng quan 39
trang, chuong 2. Pbi tuong va Phuong phap nghién ctu 18 trang,
chwong 3. Két qua nghién ctu 30 trang, chuong 4. Ban luan 24 trang,
két luan 2 trang, kién nghi va han ché dé tai 2 trang,Luan &n c6 54
bang, 8hinh, 7 biéu d6, 3 so do va 170 tai lisutham khao (4 tiéng
Viét, 164 tiéng Anh, 2 tiéng Phép).

CHUONG 1
TONG QUAN TAI LIEU

1.1. BENH THAN IgA
1.1.1. Khai niém bénh than IgA

Bénh than IgA dugc dic trung boi sy ling dong cua
immunoglobuline A (IgA) trong gian mach cua tat ca cac cau than.
Mic di bénh thuong khai phat véi dai mau, hong cau niéu va protein
niéu I6n hon 0,3g/24h nhung chan doan dugc khing dinh khi sinh
thiét than va nhuom MDHQ. Két qua MBH cho thiy mirc d6 bat mau
manh cua IgA & gian mach va thuong kém theo su xuit hién cua ling
dong C3 ¢ gian mach cau than.
1.1.2.Chan do4n b¢nh than IgA

Chén doan bénh than IgA dua vao triéu ching 1am sang, can lam
sang nhung quyét dinh vin 1a MBH. Triéu chimg 1am sang cha yéu 1a
dai mau dai thé hodc vi thé, c6 thé xuat hién ty nhién hodc sau nhiém
trang ho hép, tiét niéu...Co thé gap phu, ting HA nhung ti 16 thip hon.
Can 1am sang khong c6 gi didc biét ngoai bat thuong nude tiéu véi hong
cau niéu va/hodc protein niéu dan téi chi dinh sinh thiét than. Khdng c6
xét nghi€ém mau hodc nudc tiéu ddc hiéu cho chin doan bénh than IgA.
C6 thé gip ndng d6 IgA méu ting (3315 mg/dL) va ti 18 IgA/C3 méau
tang cao & khoang mot nira s BN bénh than IgA.



MBH Ia tiéu chuan quyét dinh trong chan doan bénh than IgA,
trong d6 MDHQ 1a tiéu chuan quan trong nhét. Ling dong IgA chiém
uu thé & gian mach cau than, d6i khi két hop véi cac khang thé khac
va co thé gap lang dong C3. Trén KHVQH thy ton thuong gian
mach cau than véi ting sinh TB gian mach, gidn rong TB gian mach
va tang chat nén gian mach véi cac mirc do khac nhau tir nhe, trung
binh hozc nhidu. Tén thuong cau than bén ngoai gian mach ciing kha
thuong gap vaéi tang sinh TB ndi mao mach, tang sinh ngoai mao
mach kiéu hinh liém TB hoic liém xo. Ton thuong dng k& va mach
méu than co thé gap o bat ky giai doan nao cua bénh than IgA.Ton
thuong ong k& than thuong phdi hop véi ton thuong cau than va ciing
quan trong twong duong. Mirc do xo seo 6ng k& than doc 1ap vai tién
trién ton thuong cau than.Ton thuong mach méau ngoai cau than khdng
dac hiéu véi kiéu ton thuong xo hoa tiéu dong mach, déi khi co day va
ling dong hyalin dudi ndi mo.

KHVDT khong can thiét cho chan doan bénh than IgA.

Phan loai trén MBH c6 nhiéu nhung hay duoc dé cap dén trong y
van la phan loai cua Lee va cong su, phén loai Haas va phan loai Oxford.
Hién nay phan loai Oxford dat dugc ddng thuan cao trong cac nha than
hoc va giai phau bénh va hay duoc sir dung.

1.1.3. Quan 1y, theo ddi va diéu tri bénh than IgA
1.1.3.1. Quan ly va theo ddi bénh thgn IgA

Hién nay, cac BTMT dugc theo ddi va quan 1y theo hudng dan
ciia KDIGO 2013. Ty theo murc d6 6n dinh cua bénh ciing nhu mirc
do6 suy than ma thoi gian theo ddi khac nhau. Bénh than IgA chua co
mot khuyén céo cu thé vé tan suit dén kham bénh. Cac khuyén céo
vé diéu tri cia bénh than IgA phan 16n dya trén ngudng protein niéu
1g/24. Do d6 trong nghién cttu cta ching téi BN dwoc chia nhém
theo ddi dwa vao mirc do protein niéu theo ngudng diéu tri va co
tham khao theo MLCT nhu trong KDIGO 2013. Véi cac BN bénh



than IgA c6 MLCT >15ml/ph theo ddi 3 thang 1 lan, véi BN st dung
corticoid theo ddi hang thang do nguy co nhiém triing cao.
1.1.3.2. C&c bign phdp diéu tri bgnh th@n 1gA

0O Muc tiéu diéu tri

Cho dén nay, muc tiéu diéu tri bénh than IgA chu yéu dua vao cac
tiéu chi giam protein niéu va duy tri HA muc tiéu.Nhin chung phan 16n
nghién ctru cho riang can dwa protein nidu xudng dudi 1g/24h dé bao
vé than.Ciing nhu tit ca cac bénh than c6 protein niéu khac, muc tiéu
HA < 130/80 mmHg & BN cé protein niéu > 0,3 g/ngay va HA
<125/75 & BN c0 protein niéu > 1g/ngay.

Q Cic thude sir dung

- Str dung Corticoid

- Sur dung trc ché hé renin angiotensin

- Str dung thudc rc ché MD: van con nhiéu tranh cii.

- Cac thudc chdng oxy héa: chua c6 nhidu nghién ctru ching

minh tac dung cta thudc.

Q Cit amydal: chua thong nhét trén toan thé gioi.
1.2. MOT SO NGHIEN CUU VE BENH THAN IGA

O Viét Nam, c6 mét sb nghién ciru vé bénh cau than néi chung
nhung chi cd mot nghién ctiu trén bénh than IgA cua tac gia Huynh
Thoai Loan va cong su. Nghién ctru da néu 1én dic diém 1am sang va
can 1am sang ddng thoi theo ddi diéu tri caa nhém bénh nhi bénh
than IgA tuy nhién sé lugng BN theo ddi diéu tri thap.

CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. POI TUQNG NGHIEN CUU

Khao sat trong 504 BN duogc chan doan bénh cau than trén 1am
sang tai khoa Than Tiét niéu bénh vién Bach Mai, trong d6 c6 186 BN



dugc chan doan bénh than IgA tién phat, dap ing du céc tiéu chuan lya
chon BN. Chung t6i tién hanh nghién ctru trén 186 BN nay.
2.1.1. Tiéu chuan lya chon BN

BN duoc chan doan bénh cau than trén 1am sang, dong y sinh
thiét than dé chan doan, diéu tri noi trd tai khoa Than Tiét niéu bénh
vién Bach Mai, d6ng y tham gia nghién ctu.
2.1.2. Tiéu chuan loai trir BN

Céc bénh nhidm trung cap tinh; ting HA khong kiém soat; BN ¢6
mot than duy nhat; tic nghén duong tiét niéu; réi loan dong méu;
than nho; u than, nhiéu nang than, abcess than hoic viém than bé
than cap; BN khong hop tac (Io mo, rdi loan tam than)
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru: Nghién ctu tién ciu c6 can thiép theo
ddi doc.
2.2.2. Pia diém va thoi gian nghién ciéu

Pia diém nghién ctru: Khoa Théan Tiét niéu Bénh vién Bach
Mai; Thoi gian: thang 10/2013 — 12/2016
2.2.3. Cé& mau nghién ciru
O Cho muc tiéu 1: ching ti 4p dung cong thirc tinh ¢& mau cua mot
nghién ctru md ta dé tim tan sudt bénh:n = 72, p(1-p)/d?

Trong d6: n: ¢& mau, p: ti 16 bénh than IgA trong quan thé, udc
tinh ti 1€ ¢ Viét Nam khoang 30%, 72, = 1,96 («=0,05), d la sai sb
bién cua udc lugng va d =0,05— ¢& mau n = 323.Thyc té ching toi
sinh thiét 504 BN c6 bénh cau than.

O Cho muc tiéu 2: chon tit ca cac BN dugc chan doan bénh than
IgA tién phat va tién hanh theo ddi doc.
2.2.4. Cac buéc tién hanh
2.2.4.1. Cho muc tiéu 1:

Tat ca cac BN trong nghién ctru déu duoc hoi tién si, bénh sir,
khéam 1am sang va lam cac tham do can 1am sang va sinh thiét than.



o Xét nghi¢m co ban: Céng thic mau, dong mau co ban, ure,
creatinine, glucose, acid uric, men gan, dién giai dd, protid, albumin,
cholesterol toan phan, triglyceride, LDL-cholesterol, HDL-
cholesterol, dinh lugng protein ni¢u 24h, té bao niéu.

o Xét nghiém mién dich: khang thé khang nhan, khang thé
khang DsNA, C3, C4, IgA mau.

o Sinh thiét than: Cac BN duoc tién hanh sinh thiét than tai
khoa Than Tiét niéu bénh vién Bach Mai. Thu thuat duoc thuc hién
dudi huéng dan siéu am, bang sing sinh thiét Bard, ky thuat free
hand.Bénh pham sinh thiét than gom 2 manhduoc giri xuéng khoa
Giai Phau Bénh bénh vién Bach Mai doc duéi KHVQH va MDHQ.
2.2.4.2. Cho muc tiéu 2:

Q Lap ké hoach quan ly BN bénh than IgA

Lap ho so diéu tri ngoai trd tai khoa Than Tiét niéu bénh vién Bach
Mai. BN nghién ctiu thanh cac nhom dua theo protein niéu va quyét
dinh thoi gian kham lai nhu sau:

o Nhom 1: Cac BN c6 protein niéu tir 0,3 - 0,99g/24h:

- Piéu tri UCMC.Cac BN dugc kham va hen kham lai sau mdi 3
thang (theo KDIGO 2013)

- Pénh gia cic chi sb 1am sang: tinh trang phi, HA, nudc tiéu va
cac chi s6 song khéc.

- Danh gia cac chi sO xét nghiém: ure, creatinine, duong, acid uric,
men gan, protid mau tp, aloumin mau,protein niéu 24h. Tai thoi diém 6
thang va 12 thang lam thém céc xét nghiém C3,C4 va IgA mau.

- Néu sau 6 thang diéu tri UCMC — protein niéu tiép tuc duy tri &
mitc < 1g/24h — tiép tuc diéu tri UCMC.Néu sau 6 thang protein niéu
tang 16n > 1g/24h — st dung corticoid 6 thang két hop UCMC rdi dimng
corticoid, tiép tuc ding UCMC.



o Nhém 2:BN c6 protein nigu > 1g/24h nhung chua diéu tri
UCMC (khong bao gobm HCTH).

- Piéu trj UCMC.

- Céac BN duoc kham va hen kham lai sau mdi 3 thang,

- Pénh gia cic chi s 1am sang: tinh trang phi, HA, nudc tiéu va
cac chi s6 sdng khéc.

- Danh gia cac chi s6 xét nghiém: ure, creatinine, duong, acid uric,
men gan, protid mau tp, albumin mau, protein ni¢u 24h. Tai thoi diém 6
thang va 12 thang lam thém cac xét nghiém C3,C4 va IgA mau.

- Néu sau 6 thang protein niéu van & mirc > 1g/24h — sir dung
corticoid + UCMC trong 6 thang, kham dinh ky mdi 1 thiang — sau
d6 dung corticoid, tiép tuc UCMC, kham lai sau mdi 3 théng.Néu sau
6 thang protein niéu xudng < 1g/24h — tiép tuc UCMC, kham lai sau
modi 3 thang.

o Nhém 3:cac BN ¢o protein niéu > 1g/24h va da dimg UCMC 6
thang, hoac cac BN c6 HCTH

- Piéu tri corticoid trong 6 thang +UCMC, mdi thang kham dinh ky
trong 6 thang dau tién, sau d6 mdi 3 thang tiép theo.

- Pénh gia cac chi s6 1am sang: tinh trang phu, HA, nudc tiéu, cac
chi s6 sdng khéc vabién chimg cua corticoid.

- Danh gia cac chi sO xét nghiém: ure, creatinine, duong, acid uric,
men gan, protid mau toan phan, albumin mau, protein niéu 24h, té bao
niéu, cong thirc méau. Tai thoi diém 6 thang va 12 thang 1am thém cac
xét nghi¢m C3,C4, HbAlc va IgA mau.

O Qui trinh theo dbi:

Céc BN bénh than IgA duoc kham bénh 3 thang/lan. Riéng cac BN
duoc sir dung corticoid kham mdi thang mét 1an.
2.3.XU'LY SO LIEU

S4 liéu dwoc thu thap theo bénh &n mau va xir Iy bang phuwong
phép thdng ké y hoc sir dung phan mém SPSS.
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CHUONG 3
KET QUA NGHIEN CUU

Chung tdi tién hanh sinh thiét 504 BN duoc chan doan bénh ly
cau than trén 1am sang, két qua cho thay c6 186 BN duoc chan
doan bénh than IgA. Ching tdi tién hanh nghién ctu trén nhém
BN bénh than IgA nay.

3.1. PAC PIEM CHUNG NHOM NGHIEN CUU
3.1.1. Ti1éBN bénh than lga

Tai thoi diém sinh thiét, nhém bénh thanlgA chiém ti I& cao nhét
(36,90%), thir 2 12 VCT t6n thuong tbi thiéu (21,4%).

3.1.2. Bic diém chung ciia nhom bénh than IgA: tudi, gioi

Nhém BN bénh than IgA cé lta tubi TB 28,73 + 7,75
(min 16, max 56). Nhém nam chiém ti 1¢ 47,85%, c6 tudi TB 27,29 +
7,22. Nhém nit chiém ti 18 52,15%, c6 tudi TB 30,05 # 8,02. Su khac
biét vé ti 16 va tudi TB giita nhém nam va nit khong co su khac biét
c¢6 ¥ nghia thong ké.

3.2. PAC PIEM LAM SANG — CAN LAM SANG

1,50% 3,60% al 4,10% uphi
2’00% mtang HA
3,10%

m dai mau dai thé
M tinh c& phat hién protein niéu
H khang corticoid
M protein niéu khi cd thai
suy than

tinh c& phat hién HC niéu

nhiém khuan tiét niéu

Biéu db 3.1. Ly do khdm bénh ciia nhom bénh thin IgA.
Nhén xét: dai mau dai thé 1a ly do hay gap nhat khién BN bénh than
IgA dén kham bénh, tiép theo 1a Iy do tinh co phét hién protein niéu.
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Bing 3.1. Péc diém vé chirc ning thin cic BN bénh thin IgA

Bién s

Giatri

Ure (mmol/l) (n=186)

6,25+ 3,44

Creatinine (umol/l) (N=186)

105,41 + 49,14

MLCT (ml/ph/1,73m?) (n=186)

B
>90
60-89
30-59
15-29
<15

78,30 + 26,13
60 (32,26%)
86 (46,24%)
29 (15,59%)

10 (5,38%)
1(0,

53%6)

Nhan xét: Phan 16n nhém bénh than IgA & BTMT giai doan | va
1, suy than véi MLCT < 60ml/ph chi chiém 21,5%.

Bing 3.2.Tan sudt déc diém mién dich nhém bénh thin IgA

Nong do IgA s
C3 (g/) (mglany | CA@N [TilelgA/ca
Tang (n, ti 1¢) | 2 (1,08 %) |95 (51,08 %)| 8 (4,30%) |92 (49,46%)
g}‘“g Itg)“"”g 160 (86,02%) | 91 (48,92%) 176 (94,629)94 (50,54%)
Giam (n, ti 18) | 24 (12,00%) | 0(0%) | 2 (1,08%) | 0 (0%)
Tong 186 (100%) | 186 (100%) | 186 (100%) | 186 (100%)

Nhan xét: ¢6 51,08 % s6 BN bénh than IgA ting nong do 1gA
mau, 49,46%co tang ti 1€ IgA/C3 mau.

3.3. MOI LIEN QUAN PAC PIEM LAM SANG VA CAN LAM SANG
C6 mdi trong quan nghich, mirc d6 vira gitta MLCT tai thoi diém
sinh thiét va thoi gian tir ltc phét hién ting HA (r = - 0,374, p < 0,001).
C6 mdi twong quan nghich, mac do yéu gitta MLCT tai thoi diém
sinh thiét va HATB (r= - 0,274, p<0,001)
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3.4. MO TA PAC PIEM MBH VA LIEN QUAN LAM SANG
VA CAN LAM SANG
Q BPic diém MBH theo cac tén thwong
Bing 3.3. Hinh thi ton thwong trén KHVQH theo phan loai Oxford

L 4z Chung Nam N 2
Bac diem MBH | g4’ (i1e) | Séca(til)|Sbcaile)| P | TOe
Khéng tang sinh 113 53 60
gian mach (MO) (60,75%) (59,55%) | (61,86%) 186
o > 005 1000%)
Co tang sinh gian 73 36 37
mach (M1) (39,25%) (40,45%) | (38,14%)
Khoéng tang sinh ndi 175 85 90
mao mach (EO0) (94,09 %) (95,51%) | (92,78%) 186
> 0.5 1009%)
Co6 tang sinh ndi 11 4 7
mao mach (E1) (5,91 %) (4,49%0) (7,22%)
Khong xo hoa cau | 68 (36,56%) 36 32
thén cuc bo (SO) (40,45%) | (32,99%) 186
C6 x0 hoa cau thian > 0,05 (100%)
cuc b (S1) 118 53 65
(63,44%) (59,55%) | (67,01%)
Khong teo Ong than 135 64 71
(TO) (72,58 %) (71,91%) | (73,19%)
Teo Ong than muc 39 19 20 >0.05 186
d6 T1 (20,97%) (21,35%) | (20,62%) "7 (100%)
Teo 6ng than mirc 12 6 6
d6 T2 (6,45%) (6,74%) (6,19 %)

Tong

186 (100%)

89 (100%)

97 (100%)

Nhan xét: dic diém MBH hay gap nhét 1a xo hoa cau than cuc

b, tiép theo la dic diém ting sinh gian mach.

O MGdi lién quan giira ti 1§ cAu than xo héa va cac yéu t6 CLS

- C6 mdi twong quan thuan nhung yéu giira ti Ié cau than xo hoa
toan bo va HA trung binh (r = 0,299, p <0,001).
- C6 mdi twong quan thuan kha chit ché giira s6 cau than xo hoa
toan bo va thoi gian phat hién tang HA (r = 0,507, p < 0,01).
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- C6 mbi twong quan nghich kha chit ché giira s6 cau than xo hoa
toan bo va MLCT (r = - 0,539, p <0,001).
- C6 médi tuong quan nghich, yéu giita s6 cau than xo héa cuc bd
va MLCT (r=-0,167; p <0,05).
QO Méi lién quan giira dic diém MEST véi HATB, MLCT va
protein ni¢u
Bing 3.4. Méi lién quan dic diem MEST va MLCT, HATB va
protein niéu 24h

HATB Protein nié
MLCT(ml/ph) ’ rotein nic
(n=186) p (mmHg) p (9/24h) p
(n=186) (n=186)
Khéng tang sinh gian | 77,39 + 26,17 89,47 £ 13,09 2,77 £4,26
mach (M0=113) >0,05 >0,05 > 0,05
Co6 tang sinh gian | 7520 + 27,65 90,27 + 12,64 2,90 2,32
mach (M1=73)
Khong tang sinh ndi 76,72+27,30 89,96 +£ 12,85 2,90 +£4,45
mao mach (E0=175) > 0,05 > 0,05 > 0,05
Co6 tang sinh ndi mao | 73 42+14,86 86,97 + 13,78 361+2,91
mach (E1=11)
Khong xo héa cdu | 82,32+26,23 89,53 + 12,18 3,59 5,42
thén cuc bd (S0=68) <0,05 > 0,05 > 0,05
Cé xo héa cau than | 7320426 52 89,92 + 13,33 232 +£317
cuc bd (S1=118)
Khong teo éng than | 83,45+23,69 |<0,05 | 88,02 +11,16 |<0,05| 2,99 + 4,68
(T0=135) >0,05
Teo ng than mirc 46 | 66,98+22,38 92,27 + 14,96 1,88+ 1,66
(T1=39)
Teo ong thinmic dd | - 99 75411 60 101,53 + 17,11 3,39 +3,44
(T2=12)

Nhan xét: khong c6 su khac biét co y nghia théng ké
MLCT gitra nhém M1, E1 so vai nhém MO,EQ. C6 su khac biét c6 y
nghia thong ké vé MLCT giira nhém S1,T1,T2 so véi SO, TO.

Ve
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Bing 3.5. Méi lién quan ling dong C3 gian mach véi MLCT, prot

nigu 24h va nong dé C3 mdu

C3 gian mach| Amtinh |Duong tinh 1+|Dwong tinh 2+ [Dwong tinh 3+ p
MLCT (ml/ph
80,31 + 27,09 81,57 + 23,24 | 71,76 + 24,16 | 66,09 + 35,52
(n=186) P1<0,05
MLCT TB P2>0,05
76,53 + 26,71
(ml/ph)
Prot niéu
(9/24h) 439+6,20| 1,73+1,25 | 1,77+191 | 2,51+2,63
(n=186) <0,05
Protein niéu
2,78 +4,16
TB (g/24h)
Nong do C3
méau (g/) |1,11+0,27| 1,13+0,20 | 1,05+0,18 | 0,99+0,17
P1<0,05
(n=182)
P2 >0,05
C3mau TB
1,08 £0,23
(9

Nhan xét: Ling dong C3 gian mach cang nhiéu thi MLCT cang
thip, protein niéu cang thip va néng d6 C3 mau cang thip, su khac
biét c6 y nghia thong ké (p < 0,05).
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3.5. LAP KE HOACH QUAN LY, THEO DOI VA PIEU TRI
NHOM BN BENH THAN IGA

3.5.1. Phan loai BN nghién cwu:cac BN nghién ctru duoc chia thanh
3 nhom:

Nhom 1: Cac BN cdé protein niéu tir 0,3 - 0,999/24h; Nhéom 2:
Céc BN c6 protein niéu > 1g/24h nhung chua diéu tri UCMC; Nhém
3: Cac BN c6 protein niéu > 1g/24h va da ding UCMC 6 thang

Trong tong s6 186 BN bénh than IgA caa nghién ciu, nhém 1 cé
61 BN, nhém 2 c6 30 BN, nhom 3 ¢6 95 BN. Tiép tuc theo ddi diéu
tri va bo diéu tri thé hién ¢ bang 3.9.

Bing 3.6. S6 lwong BN theo déi diéu tri trong nghién ciru.

Sau 3thdng | Sau 6 thdng | Sau 12 thang

Ban Tiép Tiép Tidp | Tong bo
dau| By PT | tuc | B6PT | tuc | BODT | tuc | PT
PT BT BT
Nh6
1°m 61| 20 |41| 9 |32] 12 |20]| 41
Nh6
2°m 30| 30 o] o |o| o | o] 30
Nh;m 5| 18 |77 7 |70]| 6 |ea| 31
) 68 16 18 102
Téng | 186 118 102 84
ong (36,55%) (8,60%) (9,67%) (54,82%)

Nhin xét: Sau 3 thang, c6 68 BN bo diéu tri. Sau 6 thang c6
thém 18 BN bo diéu tri, sau 12 thang c6 thém 18 BN bo diu tri—
sau 12 thang c6 102 BN (chiém 54,82%) bo diéu tri.Do d6, chiing toi
theo ddi diéu tri ciia nhom 1 va nhom 3 theo céc két qua dudi day.




3.5.2. Dién bién sau diéu tri
Q Nhém 1: nhém diéu trj trc ché men chuyén/UCTT
Bing 3.7. Bing thay doi SHM sau 3,6,12 thing diéu tri

16

UCMC/UCTT angiotensin
Truéc DT |Sau DT 3 thang Sau DT 6 thang Sau BT 12
(n=41) (n=41) P (n=32) P | thang (n=20) | P
Ure (mmol/I) 5,26 +2,33 5,30+2,94 |>0,05| 502+171 |>0,05] 510+1,37 |>0,05
Creatinine
99,63 + 35,41 | 94,34 £ 34,87 |<0,05| 94,25+ 39,39 |<0,05 | 89,83 + 25,82 |<0,05
(umol/T)
MLCT(ml/ph) | 81,40 +25,17 | 86,34 +25,77 |<0,05| 89,96 + 23,93 |<0,05 | 90,08 + 29,84 |<0,05
a.uric (umol/l) | 343,95 +94,11|353,48 + 101,01 >0,05| 378,19 + 77,54 | >0,05 | 426,85+40,60 | <0,05
Protein toan
. 7054 +493 | 73,844,775 |<0,05| 73,00+5,15 |<0,05| 72,05+5,85 |>0,05
phan (g/l)
Albumin (g/l) | 39,69+3,79 | 42,35+3,98 |<0,05| 41,80+353 |<0,05| 42,51+2,78 |<0,05
Cholesterol
4,39 +0,79 459+120 |>0,05 4,72+1,03 |(>0,05| 459+0,81 [>0,05
(mmol/l)
Triglycerid
141+£1,12 1,25+0,66 |>0,05| 1,28+0,63 |>0,05| 1,61+1,23 |>0,05
(mmol/l)
HDL-C
1,22+0,35 1,28+0,29 |>0,05| 1,28+0,21 |>0,05| 1,18+0,33 |>0,05
(mmol/T)
LDL-C
2,56 0,61 2,67+0,96 |>0,05| 2,79+0,83 |>0,05| 2,68+0,68 |>0,05
(mmol/l)
Prot niéu
0,86 +0,58 0,45+052 |<0,05| 0,73+091 (>0,05| 065+0,69 [>0,05
(9/24h)
HC niéu
. 181,29+250,41 | 151,68+369,48 | >0,05| 111,53+173,42 |>0,05|121,15+231,71| >0,05
(HC/ul)

Nhan xét: Sau diéu tri UCMC/UCTT 3,6,12 thang, MLCT
tang. Protein niéu 24h sau 3,6 thang giam co y nghia thong ké so véi

trude diéu tri.
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0 Nhom 3: nhém diéu trj corticoid + UCMC/UCTT
Bing 3.8. Thay doi sinh héa mdu sau 3,6,12 thing diéu tri

corticoid+ UCMC/UCTT
Truéc BT Sau DT 3 thang Sau ],DT 6 Sau l?T 12
(n=77) (n=77) p thang p thang p
(n=70) (n=64)
Ure 727+367 | 750+3,64 |>005| 693+316 |>0,05| 7,04+352 |>0,05
(mmol/T)
(CJ;""J;;‘I')”E 123,90 + 64,63 | 109,19 + 56,19 | <0,05 | 104,02 + 55,42 | <0,05 | 102,26 + 59,77 | <0,05
I(\r/lnll_lcpg) 6912+ 2965 | 79,61 +33,00 | <0,05 | 84,17 +37,10 |<0,05| 8358 +30,88 | <0,05
?HLI‘L';’I ) |38387 111,99 378,05 £ 117,97| >0,05 |383,25  106,90| >0,05 377,50 £ 88,08 | >0,05
E’gr/‘;;e'” P | 6214+1032 | 6648+655 |<0,05| 6883+594 |<0,05| 7074 +540 |<0,05
Albumin | o) 194734 | 36804564 |<005| 38464518 |<005| 3971+361 |<0,05
mau (g/l)
Cholestero| 7 5, 670 | 659+224 |>005| 603+191 |>005| 536+158 |>005
I (mmol/l)
Triglyceri
d-C 259+181 | 305+181 |<005| 246+153 |>0,05| 1,79+1,19 |<0,05
(mmol/l)
HDL-C 1334036 | 1514033 |<005| 144+040 |<0,05| 1,26+031 |>0,05
(mmol/T)
LDL-C 400£239 | 383+162 |>005| 3.60+167 |>005| 308+140 |<0,05
(mmol/l)
Protnieu | 4oy 4544 | 1844393 |<005| 163+415 |<005| 1124423 |<0,05
(9/24h)
(FI'{CC?P'S;‘ 260,58+489,92 | 66,90+95,60 | <0,05| 69,22 + 96,76 |<0,05 | 184,81+295,28 | 0,05

Nhan xét: Sau 3, 6, 12 thang diéu tri corticoid phdi hop
UCMC/UCTT angiotensin II, nhém bénh than IgA c6 MLCT tang va
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creatinine mau giam, protein niéu 24h giam c6 y nghia thong ké so
V6i trude diéu tri.

Q Bién chirng nhém diéu tri corticoid

Trong sé 64 ca diéu tri corticoid, ti 1& bién chang thap véi 3 ca
bTD (4,68%), 1 ca lao (1,56%), 2 ca zona (3,12%), 2 ca duc thuy
tinh thé (3,12%), 4 ca réi loan giic ngu (6,25%), 44 ca ting cin
(68,75%), 20 ca ndi mun (50,00%) va 20 ca ran da (31,25%). Khong
c6 ca tir vong do bién chung.

CHUONG 4
BAN LUAN

4.1. PAC PIEM CHUNG CUA NHOM BENH NHAN NGHIEN
cuu

Ching t6i tién hanh sinh thiét 504 ca bénh cau than trong thoi
gian tir thang 10 - 2014 t6i thang 12 - 2016 tai khoa Than Tiét niéu
bénh vién Bach Mai. Ti 18 BN bénh than IgA chiém 36,90%, cao nhat
trong sb céc loai bénh cau than trong nghién ctu caa ching toi. Ti 1&
bénh than IgA rat khéc nhau & cac nghién ctru trén thé gigi, co thé tir
rat thip nhu & Peru (0,9%) t6i rat cao nhu ¢ Trung Qudc (45%), Nhat
Bin (45-47%).

Nhém BN nghién ciru ¢6 d6 tudi trung binh 28,73 + 7,75; cao
nhét 1a 56 tudi, thip nhat 1a 16 tudi, khdng c6 su khac biét vé ti 1¢
nam va nit. Két qua caa chung toi ciing twong tu cac két qua nghién
ctu trén thé gidi, vai tudi phét hién bénh than IgA thuong & thap nién
thir 2-3 trong cudc doi.Ti 16 mac bénh cua nam so véi nir rat khac

biét giita cac nghién ciu, c6 thé dao dong tir 1:1 cho téi 3:1.
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4.2. PAC PIEM LAM SANG

Ly do kham bénh hay gap nhat trong nhém BN bénh than IgA
trong nghién ciu cia ching toi 1a dai mau dai thé, chiém 29,60%,
twong tu nhiéu nghién ciu trén thé giéi cling cho thay dai mau chiém
ti 1& cao nhét trong cac 1y do dén kham bénh. Ngoai ra c6 thé gap Iy
do khdm bénh nhu tinh c¢& phat hién protein niéu, tang HA, hoac phat
hién protein niéu trong thoi gian c6 thai...
4.3. PAC PIEM CAN LAM SANG CHINH TRONG BENH
THAN IgA

Q Pic diém vé chire ning than va cac yéu td lién quan
Céac BN bénh than IgA trong nhom nghién cau c6 chirc nang than
phan I6n & mirc binh thudng véi 78,50% khong c6 suy than (MLCT
> 60ml/ph). S6 BN c6 BTMT giai doan Il chiém 15,59%, giai doan
IV chiém 5,38% va giai doan V chiém 0,53%. Muc loc cau than
trung binh cua nhdm BN bénh than IgA nghién cau la 78,30 + 26,13
ml/phdt.

Tang HA 1a mot yéu t6 tién lwong xau dbi voi bénh than IgA.
Nghién ciru cua chung t6i cling twong tu nhiéu nghién cau trén thé
giéi cho thidycé mbi twong quan nghich gitta MLCT va HATB,
HATB cang cao thi MLCT cang thap. MLCT & nhom ting HA thap
hon c6 ¥ nghia thdng ké so v&i nhém HA binh thuong.

Q Pic diém mién dich

Nghién ciru ciia chang t6i cho thay trong s6 BN bénh than IgA,
c6 dén 51,08% c6 ting nong do IgA > 315mg/dl, va c6 49,46% c6
tang ti 16 IgA/C3 > 3,01. Két qua cua chiing tdi cling twong tw Vi CAC
két qua cua nhidu nghién cau trén thé gidi cho thay c6 khoang 1/2 sb
BN bénh than IgA c6 tang IgA mau va tang ti 1& IgA/C3 mau.
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4.4. PAC PIEM MO BENH HQC VA MOI LIEN QUAN VOI
MOT SO YEU TO LAM SANG VA CAN LAM SANG

Ti I¢ BN c0 tiang sinh gian mach chiém 39,25%, khéng c6 su
khac biét gitra nhom tang sinh gian mach va khong tang sinh gian
mach vé HTB, MLCT va protein niéu. Nhiéu nghién ciu trén thé gidi
ciing cho thiy khong c6 sy khéac biét c6 v nghia thong ké vé HA,
MLCT va protein ni¢u gitta nhom c6 va khong c6 tang sinh gian
mach, trong khi mot sé nghién ctiu lai cho thiy nhom ting sinh gian
mach ¢ HATB cao hon, MLCT tai thoi diém sinh thiét thap hon va
protein niéu cao hon cé ¥ nghia thong ké so véi nhom khong ting
sinh gian mach.

Ting sinh ndi mao mach trong nghién ciru cua ching tdi chiém
ti 18 5,91% vakhdng c6 sy khac biét c6 y nghia thong ké vé HATB,
MLCT va protein niéu gitra nhom c6 va khong cé tang sinh ndi mao
mach. Nhiéu nghién ciru trén thé giGi cho cac két qua khéac nhau, mot
sb cho rang tang sinh ndi mao mach c6 anh huong t6iHATB, MLCT
protein niéu trong khi mot sé nghién ciu khéc lai khdng thiy anh
hudng.

Xo héa 6 cuc b trong nghién cau cta ching t6i chiém
63,44%. Két qua nghién ctu cho thay khong co6 su khac biét c6 y
nghia théng ké gitra nhom cé va khong cé xo hoa 6 cuc bo (S1 so
v6i S0) vé HATB, MLCT va protein niéu. Trong khi do, nhiéu
nghién caucho thiy cé su khéc biét co ¥ nghia thong ké vé HATB,
MLCT va protein niéu ¢ nhém c6 xo héa 6 cuc bo (S1) va khdng co
x0 hoéa 6 cuc b (S0).

Teo 6ng than, xo té chirc ké chiém ti & kha cao trong nghién
ctiru cua chung t6i (xo hoéa mirc do T1 chiém 20,97%, xo hoa mirc do
T2 chiém 6,45%).Nhom c6 xo héa mirc d6 cang nang thi HATB cang
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cao va MLCT cang thap, su khac biét co y nghia thong ké. Tuy nhién
su khéc biét vé& protein niéu giira cac nhom c6 xo héa mic do nhe
(TO), vira (T1) va nang (T2) khong co ¥ nghia thong ké. Két qua cua
chiing t6i ciing tuong ty nhiéu nghién ctiu trén thé gioi cho thady HATB
cao hon, MLCT thép hon va protein niéu cao hon & nhém c¢é mirc do
teo 6ng than vira va nang (T1,T2) so véi nhdm cé mirc d6 teo 6ng than
nhe (T0), su khéc biét c6 ¥ nghia thong ke.

Xo hoéa ciu than toan bd 1a dic diém man tinh thuong gap &
giai doan muon. C6 mdi twong quan thuan nhung yéu giira ti 1& cau
than xo hoa toan bo va HATB. C6 mbi tuong quan nghich kha chat
ché giira s cau than xo hoa toan bo va MLCT. Két qua cua ching toi
ciling twong tu két qua cua nhiéu tac gia trén thé gisi.

45. LAP KE HOACH QUAN LY, THEO DOI VA PIEU TRI
NHOM BENH NHAN BENH THAN IGA
4.5.1. Lap ké hoach quan ly va theo ddi BN bénh than IgA

Nhitng BN duoc chin doan bénh than IgA sau khi ra vién dugc
lap hd so theo ddi ngoai trd tai khoa Than Tiét niéu bénh vién Bach
Mai. Cac BN dugc hen kham dinh ky tuy thuéc vao muac d6 cua bénh
va thude duoc chi dinh (da duoc trinh bay ¢ chuong 2 va 3). Cac 1an
kham BN dugc kham va ghi chép cac triéu chiing 1am sang vao bénh
&n ngoai trd, 1am cac xét nghiém can thiét va luu lai cac xét nghiém
trong bénh 4n va ké don cho BN. Cac BN nhém 1 duoc diéu tri
UCMC hoic UCTT angiotensin IT duoc hen kham 3 thang 1 1an theo
khuyén céo cia KDOQI 2013 vé danh gia va quan ly BTMT

Trong s 186 BN bénh than IgA, sé BN thuéc nhém 1 c6 61 BN,
thuoc nhém 2 c6 30 BN, thusc nhém 3 c6 95 BN. S6 BN tiép tuc
theo ddi sau 3 thang thuoc nhom 1 la 41, thuéc nhém 3 la 77, thuoc
nhém 2 khéng ¢6 BN nao. Sau 6 thang, chi con 32 BN thuéc nhom 1
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va 70 BN thudc nhom 3 tiép tuc theo ddi diéu tri. Sau 12 thang, chi
con 20 BN thugc nhém 1 va 64 BN thudc nhém 3 tiép tuc theo dai
diéu tri. Nhu vay sé lugng BN bo diéu tri sau 12 thang la 102 BN
chiém 54,83%. Pay lakho khin trong qué trinh thyc hién dé tai
nghién ctru ctia ching téi. Ly do chinh din dén viéc BN bo diéu tri va
bo tham gia nghién ctu I do triéu chitng 1am sang cua bénh than IgA
thuong am tham khién BN d& bo qua. Viéc tuyén truyén caa can bo y
té cho BN hiéu vé mtc d6 nguy hiém cua bénh, loi ich cua tuan tha
diéu tri ciing chwa dugc quan tim dung muc. Mot s6 BN c6 hoan
canh kinh té kho khan, viéc chi tra cho kham chita bénh nhu xét
nghiém, thudc... ciing 1a mét 1y do khién BN bo diéu tri.

4.5.2. Panh gia két qua sau diéu tri

Q Dién bién cic xét nghiém sinh héa va mién dich

Trong nghién ciru cua chung t6i, nhom 1 cé protein niéu
<1g/24h dugc diéu tri bing UCMC hodc UCTT angiotensin Il, sau
3, 6, 12 thang c6 cai thién chirc ning than thé hién ¢ giam
creatinine mau va tang MLCT, tang protein mau va albumin mau,
giam protein niéu 24h so véi thoi diém trude diéu tri, sy thay doi
¢ y nghia théng ké.

Nghién ctu ciing cho thay khi str dung corticoid cho nhém bénh
than IgA cé protein niéu > 1g/ngay, sau 3,6,12 thang c6 hiéu qua tang
MLCT, giamcreatinine mau, protein niéu 24h giam c6 y nghia thong
ké so véi trude diéu tri.

Q Bién chirng diéu tri

Nhém duogc diéu tri UCMC/UCTT angiotensin II khéng nhan
thdy c6 tac dung phu nao khién cho BN khé chiu hoidc phai bo diéu
tri. Trong khi d6, nhém diéu tri corticoid c6 3 BN mic dai thao
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duong thir phét (chiém 4,68%) va 1 BN duoc chan doan lao (chiém
1,56%), 2 BN duyc thay tinh thé, 2 BN mic zona (chiém 3,12%).
Ngoai ra mot ti 18 BN ting can, ndi mun. Nhin chung cac BN chiu
dung tét véi licu trinh diéu tri corticoid 6 thang. Nhu vay diéu tri
corticoid 1a twong ddi an toan & BN bénh than IgA.

KET LUAN

1.Vé dic diém 1am sang, can lam sang va MBH bénh than IgA

Ti 1€ BN bénh than IgA trong nhom nghién cau la 36,90%,
chiém ti I& cao nhét trong sb cac bénh cau than duoc sinh thiét.

Pic diém 1am sang noi bat 1a tiéu mau dai thé hozc tiéu mau
vi thé. Pic diém can 1am sang co protein niéu chu yéu & muc
dudi ngudng than hu. C6 mdi lién quan nghich giita MLCT véi
thoi gian phéat hién tang HA va thoi gian phat hién protein niéu.

Pic diém MBH va lién quan véi dic diém 1am sang va can
Iam sang cia nhom BN bénh than IgA:

- Pic diém hay gip nhét 1a xo hoa cau than mot phan, tha 2 1a
tang sinh gian mach.

- Tilé cAu than xo hoa toan bo ti 1€ thuan voi thoi gian ting HA
va HATB, ti 1¢ nghich véi MLCT. Ti 1é cau than xo hoéa cuc bd
ti 1€ nghich véi MLCT.

- Trong cac dic diém MBH theo phan loai Oxford, c6 su khac
biét vé MLCT va HATB & nhom c6 murc d6 teo dng than/xo td
chic k& khic nhau, sy khic biét c6 y nghia théng ké
(p <0,05).

2.Lap ké hoach quan 1y, theo déi va diéu tri nhém BN bénh than
IgA va phan loai diéu tri nhém BN nay theo muc do protein niéu
cho thay:
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- C6 mot lugng 16n BN bo diéu trj sau 3 thang (36,55%), sau 6
thang (45,15%) va sau 12 thang (53,75%).

- Piéu tri UCMC/UCTT angiotensin I c¢6 hiéu qua ddi véi
nhom bénh than IgA c6 protein ni¢u < 1g/24h, cai thién chic
ning than, ting nong d¢ protein mau va albumin mau, giam
protein ni¢u 24h c6 ¥ nghia thong ké sau 3 thang, 6 thang va
12 thang (p < 0,05).

- Diéu trj corticoid lidu trinh 6 thing d6i v6i nhom bénh than
IgA co protein ni¢u > 1g/24h c6 hiéu qua cai thién chirc ndng
than, tang protein mau, albumin mau, gidm protein ni€u 24h
sau 3, 6, 12 thang, su thay d6i c6 ¥ nghia thong ké (p < 0,05).

Nhoém sir dung corticoid c6 ti 16 bién chimg thap.

KHUYEN NGHI

Qua nghién ciru ndy ching tdi xin khuyén nghi:

1.

3.

Ti 18 bénh than IgA trong nhém bénh cau than cao. Nhu vy can
tién hanh sinh thiét sém & nhitng BN ¢6 hoi chang cau than dé
chan doan sém va c6 bién phap diéu tri phi hop.

Can c6 chién lugc tuyén truyén dé ngudi bénh tudn tha ché do
theo ddi va diéu tri tot hon do ti 16 bo diéu trj con rat cao & nhém
bénh than IgA.

Nén diéu tri UCMC/UCTT angiotensin II sém & bénh nhan bénh
than IgA c6 protein niéu <lg/24h. Nén diéu tri corticoid & nhom
bénh than IgA c6 protein niéu > 1g/24h.
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THESIS INTRODUCTION
1. Background

IgAN is one of the most frequent type of primary
glomerulonephritis worldwide.IgAN progresses relatively quietly and
asymptomatically but causes irreversible renal dysfunction,with
about one-third of IgANpts progressing to end-stage renal disease
within 10 to 20years.

Clinical manifestations of IgAN are usually discrete and
nonspecific, manifested by microscopic hematuria or macroscopic
hematuria, which may be accompanied or not by proteinuria, so pts
are more likely to be diagnosed with isolated hematuria. Diagnosis of
the disease must be based on renal biopsy which showed
predominant IgA deposition in glomerular mesangial . Because
biopsy is an invasive procedure that can not be screened, a number of
pts with IgA nephropathies have missed the diagnosis. The
prevalence of IgAN therefore is underestimated. In Singapore, IgAN
is most common of primary glomerulonephritis, accounting for 42-
45%. In white American, the incidence of IgAN is mostfrequent in
glomerular diseases according to the study of Nair and Walker
in2006.

Treatment of IgA nephropathies, although there has been much
progress in the past few decades through clinical trials, has not yet
been uniform throughout the world. Almost studies proven on the
benefits of ARBs and ARBs, but the precise dosage, total treatment
duration, and the value of either single or combination therapy
remain not clearly defined. The benefits of corticosteroid therapy and
immunosuppressive drugs remain controversial.



In Vietnam, the diagnosis of IgAN in recent years has made a lot
of progress, especially the development of Pathology has helped to
diagnoselgAN as well as others types of glomerulonephritis.
However, up to now, no study on IgA kidney disease in Vietnamese
adults.

Understanding the clinical and histopathological characteristics
of IgAN, initial management planning, monitoring and treatment for
this group of pts is the challenging tasks in Vietnam. So we set out to
study the topic of "Describing clinical, paraclinical, histopathological
features and initial screening for treatment of IgAN" with two
objectives:

- Describe the clinical, paraclinical feature and to collate with the
histopathological characteristics of pts with IgAN.

- Initially planning, monitoring, assessing the status of adherence
and treatment outcomes of pts with IgAN.

2. The topicality of thesis

The thesis is conducted in the context of increasing CKD that
becomes a burden for society in Vietham. Glomerular disease in
general, especialy IgA kidney disease are common causes of end
stage renal disease in Vietnam. Although there have been some
studies on glomerular disease, there has not been much research on
IgAN in Vietnam. Understanding the characteristics of IgAN,
monitoring the progression of the disease and initially evaluating
treatment of IgA kidney disease in Vietnamese people is one of the
current tasks of Vietnamese nephrologist. Therefore, this topic is
necessary in the current context in Vietnam.



3. Scientific contributions of thesis

- This is the first study to evaluate the clinical, paraclinical,
histopathological characteristics of IgAN in adult subjects in Vietnam.

- This study showed the rate of IgAN is 36.9%, accounting for
the highest rate of glomerular disease. The typical clinical
characteristic is microscopic hematuria or macroscopic hematuria.
Proteinuria almost range subnephraotic level. The rate of increasing of
serum IgA level accounted for 50,53%, and of IgA/C3 ratio is
48,38%. The most common histopathological features are segmental
glomerulosclerosis, the second is mesangial proliferation.

- The rate of global glomerular fibrosis is proportional to the
duration increase in bloodpressure and mean blood pressure,
inversely proportional to the eGFR. The rate of segmental
glomerularsclerosis is inversely proportional to eGFR. Management
and treatment of this group showed a large drop out of treatment after
12 months (53,75%). ACE inhibitor / angiotensin Il receptor blocker
improves renal function, increases serum protein and serum albumin
levels, and reduces24h proteinuria significantly after 3 months, 6
months and 12 months of treatment for groupproteinuria < 1g/24h of
IgAN. Treatment of corticosteroid therapy for 6 months for IgAN
group with proteinuria > 1g / 24h can improve significantly kidney
function, increase blood protein, blood albumin, reduce urinary
protein 24h after 3, 6, 12 months. Group using steroids have a low
incidence of complications.

4, Thesis structure

The thesis has 117 pages with (excluding appendices and
references), Background (2 pages), Literature Review (39 pages),
Subjects and methods of study (18 pages), Results (30 pages),



Discussion (24 pages), Conclusion (2 pages) and Recommendations (1
page). There are 54 tables, 7 figures and 8 images. The reference
includes 170 documents in which 4 are Vietnamese and 166 are English.

CKD
BP
IgA
[o]€
IgM
IgE
JNC
ACEI
ARBs
eGFR
patients
IgAN

1.1. IgAN

LIST OF ABBREVIATIONS

CKD

Blood Pressure
Immunoglobulin A
Immunoglobulin G
Immunoglobulin M
Immunoglobulin E

Joint National Committee
Angiotensin converting enzyme inhibitor
Angiotensin receptor blockers
Glomerular filtration rate

pts

IgAN

CHAPTER 1
LITERATURE REVIEW

1.1.1. Definition IgAN
IgAN is characterized by the deposition of immunoglobulin A
(IgA) in the mesangium of all glomeruli. Although the disease

usually starts with hematuria, urinary red blood cells and proteinuria
greater than 0,3 g/24h, the diagnosis is confirmed by kidney biopsy
and immunofluorescent staining. Histopathological finding showed

strong levels of IgA in mesangium glomeruli and usually accompany

with C3 deposition in mesangium.



1.1.2. Diagnosis

Diagnosis of IgAN based on clinical and laboratory symptoms
but histolopathology is most important. Clinical symptoms
predominent are gross or microscopic hematuria, which may occur
spontaneously or after respiratory infection, urinary infection
...Oedeme and hypertention may occur but lower rate. Laboratory
findings are nothing special except for urinary abnormalities with red
blood cell urinary and/or proteinuria leading to renal biopsy. There
are no specific blood or urine tests for the diagnosis of IgAN. High
blood levels of IgA (>315 mg / dL) and elevated 1gA/C3 levels may
occur in about half of pts with IgAN.

Histopathology is the definitive standard in the diagnosis of
IgAN, in which immunofluorescent is the most important criteria.
IgA deposition predominates in mesangium, sometimes associated
with other antibodies deposite or C3 deposition. On the optical
microscope, mesangial hypercellularity and expanse of mesangial
matrix. Extramesangium glomerular lesion is quite common with
endocapillary proliferation, sometimes extracapillary lesion as
cellular crescent or fibro crescent. Tubulointerstiall damages may be
present at any stage of IgAN and coexist with glomerular injury and
are equally important.

There are many classification of histopathology but is mentioned
commonly in the literature as Lee classification, Haas classification and
Oxford classification. Currently the Oxford classification achieves a high
consensus among nephrologists and pathologists and is often used.

1.1.3. Management, monitoring and treatment of IgAN
1.1.3.1. Management and monitoring of IgAN

At present, CKD is monitored and managed according to the
guidelines of KDIGO 2013. Depending on the degree of stability of the



disease as well as the degree of kidney failure that different monitoring
time. IgA kidney disease has no specific recommendation on the
frequency of visits. The treatment recommendations for IgAN are
largely based on the 1¢g/24 proteinuria threshold. Therefore, in our study,
pts were divided into follow-up groups based on the level of proteinuria
according to the therapeutic threshold and referenced by GFR as in
KDIGO 2013. For pts with IgAN with eGFR > 15 ml / min follow-up 3
once a month, pts with corticosteroids are monitored monthly for high
risk of infection.
1.1.3.2. Treatments for IgAN
U Treatment goal

So far, the goal of treating IgAN is mainly based on the criteria for
reducing proteinuria and maintaining the target HA.In general, most
studies suggest that proteinuria should be given below 1g / 24h to protect
the kidneys.As with all other proteinuria, the target BP <130/80 mm Hg
in pts with proteinuria> 0,3 g/day and BP <125/75 in pts with
proteinuria> 1 g/day.

U The drug used

- Corticosteroid use

- Use of angiotensin renin system blocker
Use of immunosuppressant: there is still much controversy.
Antioxidants: There are not many studies to prove the effect of the
drug, but no side effects so used widely applied.
Amygdalectomy: not yet apply all over the world.

1.2. Some studies on IgAN

In Vietnam, there are some studies on glomerular disease but only
one study on IgAN by Huynh Thoai Loan et al. The study highlighted
the clinical and paraclinical characteristics and monitored the treatment
of pts with IgAN, but the number of pts undergoing treatment was low.



CHAPTER 2
SUBJECTS AND METHODOLOGY

2.1. Subjects
A survey of 504 pts with clinically diagnosed of glomerular disease

with kidney biopsy specimen at the Department of Urology
Nephropathy at Bach Mai Hospital found that 186 pts were diagnosed
with primary IgAN. We conducted this study on 186 thisIgANpts.
2.1.1. Inclusion criteria

Pts with clinical glomerular disease, agree kidney biopsy for
diagnosis, inpatient treatment at Department of Urology Nephropathy,
Bach Mai Hospital, agree to participate in research.
2.1.2. Exclusion criteria

Acute infections; uncontrolled hypertension; pts with a unique
kidney; obstruction of the urinary tract; coagualation disorder; small
kidney; kidney tumors, multiple kidney cysts, kidney abcess or
pyelonephritis acute; uncooperative pts
2.2. Study methods
2.2.1. Study design:Clinical interventional study with one group, no
control.
2.2.2. Location and study time

Study location: Urology Nephrology department of Bach Mai
Hospital. Study duration: October 2013 — December 2016
2.2.3. Study sample size

U For first objective: we use formular for observation study for

accounting sample size:
N =272 4 P(1-p)/d?

in which n: sample size, p: prevalence of IgAN (estimated prevalence in
some studies is 30%), 72 o> = 1,96 («=0,05), d =0,05— sample size: n =
323. In fact we performed biopsy for 504 glomerulonephropathy pts.

QO For second objectiv: all primary IgAN are followed up.



2.2.4. Procedur
2.2.4.1. For first objective:

All pts in the study were asked for medical history, history,
clinical examination, and medical records. Paraclinical examination
are made at Bach Mai Hospital and include:

»Basic test: Blood cell, coagulation test, urea, creatinine,
glucose, uric acid, liver enzymes, electrolytes, protid, albumin, total
cholesterol, triglycerides, LDL-cholesterol, HDL-cholesterol, 24h
proteinuria, urinary cell.

» Immuno-tests: nuclear antibodies, DsNA antibodies, serum
C3 and C4, serum IgA.

»Kidney biopsy:Pts undergoing biopsy biopsy in urological
kidney department of Bach Mai Hospital. The procedure is
performed under ultrasound guidance, Bard Bard biopsy, free hand
technique.Renal biopsy specimens were sent to the Pathology
Department of Bach Mai Hospital.
2.2.4.2. For second objective:

O Plan to manage pts with IgAN

O Outpatient treatment records in the urological kidney
department of Bach Mai Hospital.

O Duration of re-examination: Because the treatment regimen
is mainly based on proteinuria, we divided the pts into groups based
on proteinuria and determined the time for re-examination as follows:

o Group 1: Pts with proteinuria of 0.3 - 0.99 g / 24h:

- ACE inhibitor treatment. Pts are examined and revisited every

3 months (KDIGO 2013).

- Evaluation of clinical parameters: oedema, BP, urine and other
living parameters.



- Evaluation of test parameters: urea, creatinine, sugar, uric acid,
liver enzymes, blood plasma, blood albumin, urinary protein 24
hours. At the time of 6 months and 12 months doing more tests for
C3, C4 and IgA blood.

- If after 6 months of treatment with ACE — proteinuria
continues to be maintained <lg / 24h — continued ACE inhibitor
treatment. If after 6 months proteinuria increased > 1g / 24h — use of
6 months corticosteroid plus ACE inhibitor and stop corticosteroid,
continue to use ACE inhibitors.

O Group 2: pts with proteinuria > 1g / 24h but not yet treated
with ACElIs (not including nephrotic syndrome pts).

- ACE inhibitor treatment.
- Pts are examined and re-examined every 3 months.

- Evaluation of clinical parameters: oedema, BP, urine and other
living parameters.

- Evaluation of paraclinical examination: urea, creatinine, sugar,
uric acid, liver enzymes, blood plasma, blood albumin, urinary
protein 24 hours. At the time of 6 months and 12 months doing more
tests for C3, C4 and IgA blood.

- If after 6 months proteinuria is still > 1g / 24h — use
corticosteroid + ACE inhibitors for 6 months, plan examination every
1 month — then stop corticosteroid, continue ACE, revisite every 3
months. If after 6 months proteinuria down to <lg / 24h — continue
to ACE, revisite every 3 months.

o Group 3: pts with proteinuria > 1g / 24h and who have taken
angiotensin-converting-enzyme inhibitors for 6 months,

- Treatment of corticosteroids + ACE inhibitors for 6 months,
visite every month for first 6 months, then every 3 months.

- Evaluation of clinical parameters: oedema, BP, urine, other
living parameters and complications of corticosteroids.
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- Evaluation of paraclinical parameters: Ure, creatinine, sugar,
uric acid, liver enzymes, blood protid, blood albumin, urinary 24h
protein, urinary cell, peripheric blood cell. At the time of 6 months
and 12 months doing more tests for C3, C4, HbAlc and serum IgA.

O Follow-up procedures: Pts with IgAN are examined every 3
months. Particularly, pts who received corticosteroid treatment visit
once a month.

2.3. Data process

Data were collected according to one form of medical records.

The data were processed with SPSS software.

CHAPTER 3
STUDY RESULTS

We performed biopsy for 504 pts with clinically diagnosed
glomerulonephritis in the Urology — Nephrology department of Bach
Mai Hospital from 9 / 2014-12 / 2016, of which 186 pts were
diagnosed IgAN. We conducted this study on pts with IgAN.

3.1. General characteristics of the studypts

3.1.1. Prevalence of IgAN

At the time of biopsy, IgAN accounted for the highest proportion
(36,90%), followed by minimal lesions (21,40%).
3.1.2. General characteristics of IgAN group: age, gender

Pts with IgAN have a mean age of 28,73 + 7,75 (Min 16, max
56). Male group accounted for 47,85%, with mean age 27,29 + 7,22.
Female group accounted for 52,15%, mean age 30,05 + 8,02. There is
no statistically significant difference in the rate and mean age
between men and women.
3.2. Clinical, paraclinical findings

Macro hematuria is the most common reason for consult of IgAN
pts (29,60%), followed by the accidental discovery of proteinuria
(28,60%).
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Table 3.1. Characteristics of renal function in pts with IgAN

Parameter

Value

Ure (mmol/l) (n=186)

6,25+ 3,44

Creatinine (umol/l) (n=186)

105,41 + 49,14

eGFR (ml/min/1,73m?) (n=186)
mean
>90
60-89
30-59
15-29

<15

78,30 + 26,13
60 (32,26%)
86 (46,24%)
29 (15,59%)
10 (5,38%)

1 (0,53%)

Remarks: The majority of IgANpts in CKD of stage | and Il. Pts
with eGFR< 60 ml/min accounted for only 21,5%.
Table 3.2. Frequency of immunological features of IgAN

C3 (g/l) Se(rm“g} d'lg)A Ca(gll) |IgA/C3 ratio
Increasing (n, %) | 2 (1,08 %) | 95 (51,08 %)| 8 (4,30%) | 92 (49,46%)
Normal (n, %) | 160(86,02%) |91 (48,92%) |176(94,62%) |94 (50,54%)
Decreasing (n, %) | 24 (12,90%) 0 (0%) 2 (1,08%) 0 (0%)

Total

186 (100%)

186 (100%)

186 (100%)

186 (100%)

Remarks: 51,08% of IgAN pts increase serum IgA levels,

49,46% increase the serum ratio IgA/C3.
3.3. Relation between clinical and paraclinical findings

There was an inverse correlation betweeneGFR at the time of
biopsy and interval time of hypertension (r = - 0,374, p <0,001).

There was a inverse correlation between eGFR at the time of
biopsy and mean BP (r = - 0,274, p <0,001).
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3.4. Histopathological feature and relation with clinical and
paraclinical characteristics

O Histopathological features according to lesions

Table 3.3. Histological features on optical microscop according to

Oxford classification

General Male Female
Number Number Number p Total
(proportion) | (proportion) | (proportion)
Non mesangial
i 0, 0,
hypercellularity(MO) 113 (60,75%) | 53 (59,55%) 60 (61,86%) 186
0
Mesangial 73 (39,25%) | 36 (40,45%) | 37 (38:14%) | > 0,051 15500y
hypercellularity(M1)
Non endocapillary 0 0 0
hypercellularity(E0) 175(94,09 %) | 85 (95,51%) | 90(92,78%) -
Endocapillary > 0,05
hypercellularity(E1) 11(5,91%) | 4(4,49%0) | 7 (7,22%) (100%)
Non segmental 0 0 0
glomerularsclerosis (S0) 68 (36,56%) | 36 (40,45%) | 32(32,99%) -
Segmental o 0 o | > 0,05 o
glomerularsclerosis (S1) 118 (63,44%) | 53 (59,55%) | 65(67,01%) (100%)
Non tubular
atrophy/interstitial 135 (72,58 %) | 64 (71,91%) | 71 (73,19%)
fibrosis (T0)
Tubular atrophy 39 (20,97%) | 19 (21,35%) | 20 (20,62%) >005 186
[interstitialfibrosis(T1) 71 (100%)
Tubular atrophy 12 (6,45%) 6 (6,74%) | 6 (6,19 %)
/interstitial fibrosis(T2)
Total 186 (100%) | 89 (100%) | 97 (100%)

Remarks: The most common histological feature was segmental
glomerularsclerosis, followed by mesangial hypercellularity.
O Correlation between glomerulosclerosis and clinical,

paraclinical features

- There is a strong inverse correlation between proportion of
global glomerulosclerosis and eGFR (r = - 0.539, p <0.001).
- There was a inverse relationship between proportion of global
glomerulosclerosisand mean BP (r = 0,299, p <0,001).
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- There was a strong proportional correlation between global

glomerulosclerosis and interval time of hypertension(r = 0,507, p < 0,01).
- There was a inverse, weak correlation between segmental

glomerulosclerosis and eGFR (r = - 0,167, p < 0,05).

Q Correlation between MEST characteristics and mean BP,
eGFR and proteinuria
Table 3.4. CorrelationMEST characteristics and mean BP, eGFR
and 24h- proteinuria

. . eGFR Mean BP Proteinuria
H'\‘:';?i';’gl'ga' mimin) | p | (mmHg) | p | (@24h) | p
(n=186) (n=186) (n=186)

Non mesangial 77,39 £ 26,17 89,47 + 13,09 2,77 £ 4,26
hypercellularity
(M0=113)
Mesangial 75,20 + 27,65|> 0,05(90,27 + 12,64|> 0,05| 2,90 + 2,32 | > 0,05
hypercellularity
(M1=73)
Non endocapillary | 76,72+27,30 89,96 + 12,85 2,90 £4,45
hypercellularity
(E0=175)
Endocapillary 73,42+14,86 |>0,05(86,97 + 13,78(> 0,05| 3,61 +2,91 | > 0,05
hypercellularity
(E1=11)
Non segmental 82,32+26,23 89,53 +12,18 3,59 £5,42
glomerularsclerosis | 73,20+26,52 89,92 + 13,33 2,32 +3,17
(S0=68)
Segmental <0,05 > 0,05 > 0,05
glomerularsclerosis
(S1=118)
Non tubular 83,45+23,69 88,02+11,16 2,99+ 4,68
atrophy/interstitial
fibrosis (T0=135)
Tubular atrophy 66,98+22,38 92,27+14,96 1,88+ 1,66
[interstitialfibrosis <0,05 1 < 0,05 >0.05
(T1=39) !
Tubular atrophy 29,75+11,60 01,53+17,11 3,39+ 3,44

finterstitial fibrosis
(T2=12)

Remarks: There is no statistically significant difference in eGFR
between M1, E1, S1 compared to MO, EO, SO. There was a

statistically significant difference in eGFR between T1 and TO.
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Table 3.5. Correlation between C3 deposit in mesangium with
eGFR, 24 h-proteinuria andserum C3.

C3 depositin

mesangium

Negative

Positive 1+

Positive 2+

Positive 3+

eGFR (ml/min)
(n=186)

80,31+27,09

81,57 £23,24

71,76 + 24,16

66,09 * 35,52

P1<0,05

eGFR (ml/min)
(n=186)

76,53 £ 26,71

P2 >0,05

Proteinuria
(9/24h)
(n=186)

4,39 +£6,20

1,73+1,25

1,77+191

2,51+2,63

General
Proteinuria
(9/24h)
(n=186)

2,78

+4,16

<0,05

Serum C3
(g/l)(n=182)

1,11+ 0,27

1,13+0,20

1,05+0,18

0,99 £0,17

P1<0,05

General Serum
C3 (g/l)

1,08 +£0,23

P2>0,05

Remarks: The more the C3 deposit in mesangium, the lower
the eGFR, the lower the proteinuria and the lower serum C3, the
difference is statistically significant (p <0,05).
3.5. Management, follow up and treatment IgAN
3.5.1. Patient Classification: Pts are divided into 3 groups:

Group 1: Pts with proteinuria of 0,3 — 0,99 g/24h
Group 2: Pts with proteinuria > 1g/24h but not treated prior with

ACEis
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Group 3: Pts with proteinuria > 1g / 24h and who had been taking
ACEis for 6 months

Of the 186 pts with IgAN of the study, group 1 had 61 pts, group
2 had 30 pts, and group 3 had 95 pts. Continuing treatment follow-up
and quitting treatment are shown in Table 3.28.
Table 3.6. Number of follow-up pts in the study.

A At 3 months At 6 months At 12 months Total
t
o Quit |Continue| Quit |Continue| Quit |Continue| Quit
begining
treatment |treatment|treatment|treatment| treatment |treatment|treatment
Group
1 61 20 41 9 32 12 20 41
Group
) 30 30 0 0 0 0 0 30
Group
3 95 18 77 7 70 6 64 31
68 16 102
Total | 186 118 102 |18(9,67%)| 84
(36,55%) (8,60%) (54,82%)

Remarks: After 3 months, 68 pts (36,55%) quit treatment, in
which group 2 is the highest rate. After 18 months, 18 pts more
were discontinued, after 12 months, 18 pts more left treatment.
Thus, after 12 months, 102 pts (54,82%) abandoned treatment.
Therefore, we follow the treatment of groups 1 and 3 according to
the results below.




3.5.2. Evolution after treatment
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O Group 1: treated by ACE inhibitors/receptor blockers
Table 3.7. Change of laboratory findings after 3,6,12 months of

ACEI/ARBs treatment
After 3 months After 6 months After 12 months
Pre- treatment
(n=41) of treatment p of treatment p of treatment p
n=
(n=41) (n=32) (n=20)
Ure (mmol/1) 526+2,33 5304294 >0,05| 502+1,71 |>005| 510+£137 |[>0,05
Creatinine (umol/l)| 99,63 +35,41 | 94,34 +34,87 | <0,05 | 94,25+39,39 | <0,05 | 89,83+2582 |<0,05
eGFR(ml/ph) | 81,40+25,17 | 86,34 +25,77 | <0,05 | 89,96 +23,93 | <0,05 | 90,08 +29,84 |<0,05
Serum Uric acid
343,95+94,11 353,48 +101,01| >0,05 | 378,19+ 77,54 | >0,05 | 426,85+40,60 |<0,05
(nmoV/l)
Total Protein (g/l) | 7054+4,93 | 7384+4,75 | <0,05 | 73,00+515 | <0,05| 72,05+585 |>0,05
Albumin (g/1) 39,69+3,79 | 4235+398 | <0,05 | 41,80+353 | <0,05| 4251+278 |<0,05
Cholesterol
4,39+0,79 459+120 |>005| 472+103 |>005| 459+081 |>0,05
(mmol/)
Triglycerid
1414112 125+066 |>005| 128+063 |>005| 1,61+123 |[>0,05
(mmol/)
HDL-C (mmol/l) | 1,22+0,35 1284029 |>005| 128+021 |>005| 1,18+033 |[>0,05
LDL-C (mmol/l) | 2,56+0,61 267+09 | >005| 2,79+083 |[>005| 2,68+0,68 |>0,05
Proteinuria (g/24h)| 0,86 +0,58 045+052 | <005| 0,73+091 |>005| 065+069 |>0,05
Urinary blood cell
eyl 181,29+250,41 | 151,68+369,48 | >0,05 | 111,53+173,42 | >0,05 | 121,15+231,71 | >0,05
ery/p

Remarks: After 3,6,12 months of ACEi/ARBs treatment, eGFR

increased,

total

protein and albumin

proteinuria decreased significantly compared with pre-treatment.

increased, and 24-hour
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O Group 3: steroid + ACEi / ARBs treatment group

Table 3.8. Changes in laboratory finding after 3,6,12 months of
corticosteroid + ACEi / ARBs treatment

Pre-treatment | After 3 months of AgtfetrreGam;):;{\s Adfter 12 months
=77) treatment (=77) | P p | oftreatment | p
" (n=70) (n=64)

Ure (mmol/l) | 7,27 +3,67 750+3,64 >005| 693+316 |>005| 704+352 |>005

C(Lelit(')%e 12390+6463 | 10919+5619 |<005| 104,02+5542 | <005 | 102,26 +59,77 | <0,05

eGFR(ml/ph) | 69,12+2965 | 79,61+3300 |<005| 8417+37,10 |<0,05| 8358+30,88 |<0,05

l(ﬂfl(fﬂf 383,87+11199| 378,05+11797 |>0,05| 383,25+ 106,90 | >0,05 | 377,50 + 88,08 [>0,05

TOtang/T)o N | 6214+1032 | 6648655 |<005| 6883594 |<005| 7074540 |<005

Albumin (/)| 3219734 | 3680564 |<005| 3846%518 |<005| 3971%361 |<005

Cholesterol | 756, 6.7 6594224 |>005| 603+101 |>005| 536+158 |>005
(mmol/l)

Triglycerid |5 59, 1 g1 3054181 |<005| 246+153 |>005| 1794119 |<0,05
(mmol/l)
HDL-C

(mmol/l) 133£036 1514033 |<005| 144+040 |[<005| 126+031 |>005

LDLC | 4001230 | 383162 |>005| 360+167 |>005| 308+140 |<005
(mmol/l)

Pr(i_’;fzﬂﬁ)’ % | 4g2t544 184+393 |<005| 163+415 |<005| 112+423 |<005

Urinary blood | g, 56148902 | 66,9040560 |<005| 69229676 | <0,05 | 18481429528 | 50,05

cell (ery/pl)

Comment: After 3, 6, 12 months of ACEi/ARBs+ corticoid therapy,
eGFR increased and creatinine decreased significantly in IgANpts
compared to pre-treatment.

U Complications of steroid treatment group

Of 64 cases of corticoid treatment, the complications was low
with 3 cases (4,68%) of mellitus diabetes, 1 case (1,56%) of
tuberculosis, 2 cases (3,12%) of zona, 2 cases (3,12%) of cataract, 4
cases (6,24%) of sleep disturbance, 44 cases (68,75%) of weight
gain, 20 cases (50,00%) of acne and 20 cases of stretch marks
(31,25%). There are no deaths due to complications.
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CHAPTER 4
DISCUSSION

4.1. General characteristics of study group

We conducted a biopsy of 504 glomerulopathy pts between October
2014 and December 2016 at the Department of Urology Nephropathy at
Bach Mai Hospital. The rate of pts with IgAN accounted for 36,90%, the
highest among glomerularpathy in our study.

The incidence of IgAN is very different in studies worldwide,
ranging from as low as in Peru (0,9%) to as high as in China (45%),
Japan (45-47%). Pts with mean age 28,73 + 7,75; The highest age is
56 years, the minimum age is 16, there is no difference in the
proportion of men and women. Our results are similar to the results
of research in the world, with the age of detection of IgAN usually in
the 2nd -3rd decades of life. The incidence of males vs females is
very different between studies, ranging from 1: 1 to 3: 1.

4.2. Clinical characteristics

The most common reason for consult of IgANpts in our study
was gross hematuria, accounting for 29,60%, similarly in many
studies in the world showed that hematuria was the highest reasons to
visit. In addition, there may be reasons for medical examination such
as accidental detection of proteinuria, hypertension, or proteinuria
during pregnancy...

4.3. Characteristics of main laboratoryfindings in iga

U Characteristics of kidney function and related factors

Almost pts with IgAN in the study had normal kidney function
with 78,50% without kidney failure (eGFR > 60ml/min). Pts
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withCKD of stage Il occupy 15,59%, stage IV occupy 5,38% and
stage V occupy 0,53%. The median eGFR of the IgANpts was 78,30
+ 26,13 ml/ min.

Hypertension is a bad prognostic factor for IgAN. Our study is
similar to manystudies in the world show that there is a negative
relationship between MLCT and mean BP, meanBP is higher, the
lower the eGFR. eGFR in the hypertension group was significantly
lower than in the normal BP group.

U Immune characteristics

This study found that up to 51,08 % pts had an increase in IgA >
315mg/dl, and 49,46% had an increase in IgA/C3 ratio > 3,01. Our
results are similar to the results of many studies in the world,
showing that about half of pts with IgAN have increased serum IgA
and increased serum IgA/C3 ratio.

4.4, Histological characteristics and related factors

Mesangial proliferation feature accounted for 39,25%, there
was no difference between mesangial proliferation (M1) group and
non mesangial proliferation (M0) group in mean BP, eGFR and
proteinuria. Numerous studies in the world have also shown no
statistically significant difference in mean BP, eGFR and proteinuria
between M1 group and MO group, but some studies showed the M1
group had higher mean BP, lower eGFR at biopsy time compare to
MO group.

Endocapillaryhypercellularity featuresin our study was 5,91%,
and there was no statistically significant difference in mean BP,
eGFR, and proteinuria between the endocapillaryhypercellularity
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(E1)group and the non endocapillary hypercellularity (MO) group.
Many studies in the world have given different results, some suggest
that endocapillary hypercellularity feature has an effect on mean BP,
urinary protein and eGFR, while others showed have no effect.

Segmental glomerulosclerosis feature in our study accounted
for 63,44%. The results showed no statistically significant difference
between segmental glomerulosclerosis group and non segmental
glomerulosclerosis group (S1 versus S0) in mean BP, eGFR and
proteinuria. Meanwhile, several studies have shown a statistically
significant difference in mean BP, eGFR and proteinuria in the
segmental glomerulosclerosis group (S1) and non segmental
glomerulosclerosis group (S0).

Tubular atrophy/interstitial fibrosis feature are relatively high in
our study (20,97% of T1 grade, 6,45% of T2 grade). The higher the
degree of fibrosis, the higher the mean BP and the lower the eGFR, the
difference is statistically significant. However, differences in proteinuria
between mild (TO), medium (T1) and severe (T2) fibrosis groups were
not statistically significant. Our results are similar to many studies in the
world that show a higher average BP, lower eGFR, and higher
proteinuria in moderate to severe (T1, T2) tubular atrophy/interstitial
fibrosis group than in the mild tubular atrophy/interstitial fibrosis group,
the difference is statistically significant.

Global glomerulosclerosis is a common chronic feature at late
stages. We did not find any correlation between global
glomerulosclerosis proportion and, urinary protein 24h and urinary
blood cell. There is a positive, weak correlation between global
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glomerulosclerosis  proportion and mean BP. There is a strong
negative correlation between global glomerulosclerosis proportion
and eGFR. Our results are similar to the results of many authors
worldwide.

4.5. Planning management, monitoring and treatment of IgAN
4.5.1. Planning management and monitoring of pts with IgAN

Pts who were diagnosed with IgAN after discharge from the
hospital were enrolled in outpatient ward at the Urology
NephrologyDepartment, Bach Mai Hospital. Pts are scheduled for a
periodical appointment depending on the severity of the disease and
the drugs indicated (see Chapters 2 and 3). Pts visit were performed
and records of clinical symptoms inmedical records and laboratory
results were documented. Group 1 pts treated with ACEi or ARBs are
scheduled every three months.

Of 186 pts with IgAN, group 1 had 61 pts, group 2 had 30 pts,
group 3 had 95 pts. There are 41 pts continue tofollow up after 3
months in group 1, 77 in group 3, in group 2 without any pts. After 6
months, only 32 pts in group 1 and 70 pts in group 3 continue to
follow up treatment. After 12 months, only 20 pts in group 1 and 64
pts in group 3 continue to follow up treatment. Thus, the number of
pts discontinued after 12 months was up t0102 pts, accounting for
54,83% of total. This is difficulty during process of our study. The
main reason leading to pts abandoning treatment and dropping out of
the study is because the clinical symptoms of IgAN are usually
silent.The propaganda of medical staff about the danger of the
disease, the benefits of treatment adherence is not properly
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considered. Some pts have difficult economic circumstances, the
payment for medical examination such as tests, drugs ... also a reason
for pts to discontinue treatment.
4.5.2. Evaluation results after treatment

U Changes of biochemical and immunological tests post-

treatment

In this study, group 1 was treated with ACEi or ARBs. After 3,
6, 12 months, improved renal function was demonstrated in decrease
creatinine and increased eGFR, and increase serum albumin, a
decrease in 24h-proteinuria compared to pre-treatment, the change
was statistically significant.

Our study showed that using corticosteroid for renal protein IgA
with proteinuria > 1g/day (group 3)effects ineGFR increase, reduce
serum creatinine,reduce 24h-proteinuria statistical significanceafter 3,
6, 12 months versus pre-treatment.

U Complications of treatment

In the ACEI/ARBs group, we did not find any side effects.
Meanwhile, the corticoid treatment group had three pts with
secondary diabetes (4,68%) and one tuberculosis diagnosed (1,56%),
two pts with cataract, two pts with zona (3,12%). Also a major
proportion of pts with weight gain, acne. Pts generally well tolerated
6 months of corticoid treatment, with only 2 pts having to stop taking
corticosteroid therapy due to severe diabetes mellitus and gaining too
much weight which made pts feel uncomfortable. Thus, corticoid
therapy is relatively safe in pts with IgAN.
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CONCLUSION

1. On clinical, paraclinical, and histopathological features of

IgAN:

-The rate of pts with IgAN in the study group was 36,90%,
accounting for the highest rate of glomerular nephropathy being
biopsied.

-The typical clinical characteristic is gross hematuria or
microhematuria. The paraclinical characteristics of pts with IgAN are
often withproteinuria at subnephrotic range. There was an inverse
relationship between eGFR and hypertension duration time and
proteinuria duration time.

-Histopathological and related features with clinical and
subclinical characteristics of pts with IgAN:

+ The most common feature is segmental glomerulosclerosis,
the second is mesangial hypercellularity.

+ The rate of global glomerulosclerosis is proportional
correlation to the hypertension duration time and mean BP, inverse
correlation to the eGFR. The rate of segmental glomerulosclerosis is
inverse correlation to eGFR.

+ In the histopathological features of the Oxford classification,
there was a significant difference in eGFR and mean BP in the
different tubular atrophy/interstitial fibrosis group.

2. Planning management, monitoring and treatment of
IgANpts showed that:

-There were a large number of pts quitting after 3 months

(36,55%), after 6 months (45,15%) and after 12 months (53,75%).
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-ACE inhibitors/ARBs are effective for IgAN with proteinuria
<1g/ 24h, improved renal function and 24h-proteinuria at 3, 6 and 12
months, changes were statistically significant.

-Treatment of corticoid therapy for 6 months for IgAN group
with proteinuria > 1/24h can effectively improve kidney function,
increaseserum protein andserum albumin, decrease 24h-proteinuria
after 3, 6, 12 months and safely, the change was statistically
significant.

RECOMMENDATIONS

Through this study we recommend:

1. The prevalence of IgAN in high glomerular disease. Therefore,
early biopsy should be performed in pts with glomerular
syndrome for early diagnosis and appropriate treatment.

2. There should be a propaganda strategy for pts to follow better
monitoring and treatment due to the high rate of abandonment of
treatment in IgAN.

3. Initial treatment showed a reduction in proteinuria, improvement
in renal function, a significant increase in serum protein and
albumin levels in ACEi/ARBs. Corticoid treatment group achieved
improved renal function, increased serum proteinalbumin, decreased
proteinuria after 12 months of treatment.





