MO PAU
1. Tinh cép thiét cia dé tai

Dj tmg do dung thudc ludn 1a van dé thoi sy ciia y hoc thé gidi va
trong nude. Viée dau tu va nghién ctu vé di tng thudc 13 rat can thiét
boi nhiéu nguyén nhan: danh sach cac loai thudc ngay cang dai, ty 18
ngudi ding va di tmg thudc ngay cang ting, bénh canh 1am sang cia di
mg v&i thude phong phu va da dang cung véi sy phét trién ciia nén
kinh té thi truong. Co nhiéu thé di ung thudc véi nhidu biéu hién 1am
sang khac nhau, mic d6 bénh tir nhe dén nang. Trong do6, hoai tir
thuong bi nhiém doc hay hoi chimg Lyell (Toxic Epidermal Necrolysis-
TEN) va hoi chimg Stevens - Johnson (SJS) 13 nhimg ton thuong da,
niém mac ning do di tmg thudc. Hai hoi chimg nay rat hiém gip véi ti
1¢ 1-2/1.000.000 dan sb. Chan doan bénh hién nay van chu yéu dua vao
ton thwong 1am sang va khai thac tién st ding thude. Yéu t6 di truyén
cling déng vai tro kha quan trong, dic biét & ngudi chau A. Nguoi ta
quan sat thay c6 méi lién quan rd rét giira SIS do di tmg carbamazepine
v6i nguodi mang gen HLA-B*1502 hodc SJS do di tng allopurinol voi
nguoi mang gen HLA-B*5801. SJS va TEN la hai hoi ching ning nhat,
la dich dén cua cac ton thuong da co bong nudc do thude néu khong
duoc diéu tri. Bénh it gip O tré so sinh va ngudi gia do hé mién dich
yéu, bénh gip & tit ca cac chung toc trén thé gidi voi ty 16 mic ¢ nam
thap hon nir (tir 50-70%).

Biéu hién ngoai da cta da sb cac thé di tmg thudc co bong nudc
khong dién hinh, kho phan biét véi cac bénh da c6 bong nuédc do
nguyén nhén khac, cac xét nghiém cling khong dac hi¢u. Trong nhiing
trudng hop d6, hinh anh mo6 bénh hoc va héa mé mién dich (HMMD) sé&
gitp ich cho chan doan rat nhiéu, dic biét HMMD c6 thé duoc coi la

tiéu chuan dé chan doan phan biét vé nguyén nhan cho cac ton thuong



da di trng c¢6 bong nuéc. HMMD la mét k¥ thuat hién dai, co nhiéu
cong dung cho phép quan sat dugc su hién dién cua khang nguyén trén
14t cit md. Cac nha bénh hoc co thé quan sat, danh gia dugc ca hai
phuong dién hinh thai hoc va HMMD trén m hay té bao. HMMD cho
phép chimg minh tinh ddc hidu cua cac ciu trac md va té bao trén tiéu
ban md hoc bang cach dung cac khang thé danh dau dic hiéu dé phat
hién nhiing dic tinh khang nguyén trén bé mat té bao. Trén cac ton
thuong da c6 bong nudc do di tmg thude dién ra qua trinh dap tmg mién
dich qua trung gian té bao v6i su xuit hién cua cac t& bao lympho T
truong thanh, trén mang mit c6 nhitng ddu an CD3, CD4, CD8 hay
CD40, CD40 ligand (CD40L), CD68, myeloperoxidase (MPQ), Fas,
Fas ligand (FasL) ciing nhu thu thé lympho T (TCR - T cell recepter).

T trude toi nay & Viét Nam da c6 nhiéu nghién ciru vé hoi chimg
SJS va TEN trén nhiéu khia canh khac nhau nhung chua cé tac gia nao
nghién ctru vé dic diém cac ddu 4n khang nguyén CD3, CD4 va CD8
trén tiéu ban HMMD da ton thuong cta hai hoi chimg di tmg thude
nang nhét nay, dé 1am sang to hon co ché bénh sinh cua di ung thudc, tir
d6 c6 phuong phap diéu tri phu hop. Vi vy, chiing toi nghién ctru dé tai
nay nham hai myc tiéu:

1. Mo ta dic diém 1am sang, can lam sang cua bénh nhan c6 hoi
chung Stevens - Johnson va Lyell do di tmg thudc.

2. Khao sat hinh thai mé bénh hoc va hoa mé mién dich (ddu 4n
khang nguyén CD3, CD4 va CD8) da ton thuong ciia bénh nhan c6 hoi
chimg Stevens - Johnson va Lyell do di g thudc.

2. Nhitng déng gop méi cia dé tai

Cong trinh dau tién trong nuéc danh gia cac ton thuong da c6 bong
nudc cua hoi chung SJS va TEN qua su xuét hién cta cac diu 4n khang
nguyén lympho CD3, CD4 va CDS trén céc tiéu ban héa mé mién dich



bang phuong phap mién dich men peroxidase va di thu dugc mot sb két
qua nht dinh.

Day 1a cong trinh dau tién & Viét Nam nghién ciru vé co ché bénh
hoc phan tir ctia hoi ching SJS va TEN, vai tro cta céac té bao lympho
CD3, CD4 va CDS trong qua trinh giy hoai tir té& bao keratin & 16p
thuong bi. Biéu 10 ctia cac dau an khang nguyén dugc danh gia qua sd
lwong va mirc d6 bit mau cua cac té bao dwong tinh. Panh gia dugc mbi
tuong quan giira ton thuong hoai tir 16p thuong bi trén mé bénh hoc véi
su ton tai cua cac dau 4n CD3, CD4 va CD8 trén héa md mién dich. Két
qua thu duoc cia nghién ctru nay két hop véi mot s6 nghién ctru & nude
ngoai da khéng dinh co ché bénh hoc phan tr cua hdi ching SJS va
TEN 1a co ché hdn hop c6 su tham gia ciia nhiéu yéu td, trong d6 CD8
¢6 vai trd quan trong trong qua trinh hity hoai t& bao thuong bi, giy ra
chét theo chuong trinh.

3. B6 cuc lun 4n

Luan an 140 trang gém: it van dé (2 trang), chuong 1: Tong
quan (38 trang), chuong 2: Pdi twong va phuong phap nghién ctru (19
trang), chuong 3: Két qua nghién ctru (28 trang), chuong 4: Ban luan
(50 trang), va két luan (2 trang). Kién nghi (1 trang).

Trong ludn an cé: 43 bang, 5 biéu dd, 1 so do, 16 hinh anh.

Luédn an c6 140 tai li¢u tham khao, trong d6 22 tiéng Viét, 118
tiéng Anh.

Chuwong 1: TONG QUAN TAI LIEU

1.1. Co ché bénh hoc phan tir

Cho dén nay, co ché bénh hoc cua hoi chung SJS va TEN dugc xac
dinh 14 co ché hdn hop véi su tham gia ctua nhidu yéu t6. Qua trinh huy
hoai t& bao thugng bi trén cac tén thwong da ciia bénh nhan SJS va TEN
1a két qua ctia qua trinh chét theo chuong trinh (apoptosis), d6 1a phan
g mién dich qua trung gian té bao véi vai trd wu thé cia cac té bao
lympho CD8, dai thuc bao va yéu té hoai tir khdi u alpha (TNF-a), yéu



td Fas, FasL va cac enzyme: granulyzin, granzyme B, perforin, cac
caspase O 16p thuong bi. Lympho T giy doc té bao (CTL) dugc cho 1a
thi pham gy huy hoai cac t& bao thuong bi.

1.2. To6n thwong md bénh hoc trong hdi chirng SJS va TEN

Tén thuong mo6 bénh hoc ctia SIS - TEN 1a loai tdn thuong thugng
bi v&i hinh anh toan bd do day thuong bi hoai tir tao thanh mot 16p bt
mau hdéng dong nhat, bong nuéc hinh thanh dudi thuong bi hodc trong
thuong bi, c6 thoai hoa long 16p day, co thé ¢ hién tuong ly gai, xop
bao. O thuong ton sdm, hinh dnh mé bénh hoc biéu hién 14 timg nhom
té bao biéu mo gai hoai tir tao thanh timg nhom bt mau hong dong
nhét, xen k& v&i mot sb té bao viém 1a cac bach ciu don nhan va bach
cu da nhan. O thuong ton mudn va nang, cac té bao biéu mo gai hoai
tr nhiéu hon, té bao biéu md day thodi hoa long din dén hién tugng
tach thugng bi khoi trung bi va toan bd cac 16p té bao biéu md cua
thuong bi hoai tir, chi c6 16p sing con nguyén ven. Mot s6 truong hop
cac 16p nong cua thugng bi hoai tr ndng hon cac 16p sau, tao thanh cac
khe ¢ gitta 2 16p cua thuong bi.

1.3. Khai niém vé héa mé mién dich

Héa méd mién dich (HMMD - Immunohistochemistry) 1a su két
hop cua ba k¥ thuat: mo hoc, sinh hoa va mién dich hoc nham xac dinh
nhing thanh phan mé dic trung bang cach ding phan tmg KN - KT dic
hiéu duoc gin chit danh ddu va quan sat duoc thanh phan can tim.

Nguyén tic: Cho KT dic hiéu 1én mo, néu trong mé c6 KN s& co
phan tmg két hgp KN - KT. C6 2 cach dé quan sat duoc phirc hop nay:

- Mién dich huynh quang: cho gan v6i mot chat phat huynh quang
va quan sat dudi kinh hién vi huynh quang.

- Mién dich men: Cho ge“in véi mot loai men (peroxidase hoac
alkaline phosphatase) va gin v6i chat mau (chromogen), c6 thé quan sat
dudi kinh hién vi quang hoc.

1.4. Pic diém diu 4n CD3, CD4 va CD$



- D4u 4n CD3 (T chung): gém 5 chudi tir 20-26 kDalton (1y, 18, 1¢,
21) lién két véi TCR (T cell recepter), c6 & moi té bao lympho T truong
thanh. Vai tro tiép xtc voi KN ndm trén MHC cua té bao trinh dién
tuong tng. S6 t& bao CD3 1a tong ciia CD4 va CDS.

- Déu 4n CD4 (T hd tro, viét tit 1a Th): La mét monomer c6 4 khu
vuc nam bén ngoai t& bao c¢6 chirc nang nhan biét KN duoc trinh dién
bdi MHC 16p II. Thuc hién chic ning hd trg. SO té bao CD4 chiém
khoéang 2/3 s té bao CD3.

- Déu 4n CD8 (té bao T giy doc, viét tit 1a Tc): Hinh thanh boi 2
chudi o va P ndi lai voi nhau biang mot day ndi dong hoéa tri, chi nhan
biét KN khi két hop voi cac phan tit MHC 16p II. Chiu trach nhiém vé
viée ly giai cac té bao c6 biéu 16 KN la trén bé mit ctia ching. S6 té bao
CD8 chiém khoang 1/3 s t& bao CD3.

Chuong 2: POI TUQONG VA PHUONG PHAP NGHIEN CU'U
2.1. i twong nghién ciru
2.1.1. Théi gian va dia diém nghién citu
Dé tai duoc thuc hién tir thang 7/2013 dén thang 7/2014, tai Trung
tam Di ung-Mién dich 1am sang (MDLS), Bénh vién Bach mai.
2.1.2. Tiéu chudn lwa chon bénh nhén

- Tién str ding thudc: bénh nhén c6 st dung thudc trong vong 4
tuan trude khi c6 biéu hién 1am sang.

- Tiéu chuén vé 14m sang c6 cac hoi chimg va triéu chimg di tmg
xay ra sau dung thudc, dua theo tiéu chuan chan doan va phan loai cua
tac gia Sylvie Bastuji —Garin nam 1993:

+ Hoi chirng SJS: biéu hién héng ban da dang, viém loét niém mac
2 hbc ty nhién tré 1én, dau hiéu Nikolsky (-), c6 hodc khong co ton
thuong noi tang, tong dién tich da co thwong ton bong nudc dudi 10%
dién tich co thé.

+ Hoi ching TEN: thuong ton da gdm nhitng bong nuée khong 10
d& bj trot loét ri dich, dé 16 nén da d6, ddu hiéu Nikolsky (+), viém loét



hoai tir cac héc tu nhién, sdt cao va ton thuong ndi tang rat nang, téng
dién tich da c6 thuong ton bong nudc trén 30% dién tich co thé.

+ Hoi ching chuyén tiép giita hoi chimg SIS va hoi chimng TEN
(SISITEN - overlap syndrome): thuong ton da 1 cic dat xuat huyét
rong hodc cac thuong ton “hinh bia ban phang” va tong dién tich da co
thuong ton bong nudc tir 10% dén 30% dién tich co thé.

+ Xét nghiém tim virus CMV (Cytomegalo virus), HSV (Herpes
simplex virus), EBV (Epstein Barr virus): am tinh.

2.1.3. Tiéu chudn logi triv
- Nhitng bénh nhan SJS va TEN nhung khong c6 tién st dung thudc.
- Nhirng bénh nhén tir chdi tham gia nghién ctru.
- Bénh nhan vao vién 1an tht hai tro 1én trong thoi gian nghién ctru.
2.2. Phuong phap nghién ctru

Dé tai duoc thiét ké theo phuong phép tién ciru, md ta cit ngang.

Céc dbi twong duoc chon vao mau nghién ctru theo phuong phap
chon mau c6 chu dich. Cac bénh nhan dugc lya chon theo trinh tu thoi
gian, khong phan biét tudi tac, gidi tinh, mirc d§ nang nhe, giai doan
cua bénh.
pq
d 2

trong d6: n 1a ¢& miu nghién ciru; o 14 mic y nghia thong ké =

~ X A , A~ ;L 2
C& mau nghién ctru tinh theo cong thirc tinh: N =2 _,,

0,05. Bién s6 Z 14 gia tri Z thu duoc tir bang Z mg véi gia tri oo = 0,05.
C6 Z =1,96. Chon p = 0,10 va q = 1- p = 0,90 (Nguyén Vin Poan cho
ty 1& gap SIS/TEN trong 511 bénh nhan dj tng thubc 1a 11,2%). Bién s6
d 1a khoang sai léch giira ty 1& thu dugc tir mau va ty 18 quan thé (5-
10%), chon d = 0,085; tinh dugc n = 49, vay chon cd mau toi thiéu 1a 50
bénh nhan. Nghién ctru ctia chiing t6i ¢ ¢& mau 1a 60 bénh nhan.
2.2.1. Khai thdc bénh st va tién sir di trng

Bénh nhan SJS va TEN dugc khai thac k¥ bénh sir va tién st di ung
theo mau 25B cua t6 chic y té thé gidi. Khai thac bénh su: 1y do dung
thudc, cac thuc da hodc dang ding nghi gy di Gmg, khoang thoi gian



xudt hién tridu chimg di tng dau tién sau khi tiép xtc véi thude,.. Khai
thac tién su: tién st di ung, nhitng bénh di ung da mic, mot sb bénh da
méc gbp phan tao co dia di tmg, tién sir di ing gia dinh, ...

2.2.2. Khdm lim sang

bénh gid thuong ton co ban da: Bong nudc, mun nudc, dat Xuét
huyét, thuong ton “hinh bia ban” dién hinh va khong dién hinh, dau
hiéu Nikolsky va tinh dién tich da c6 bong nudc dya vao phuong phap
tinh dién tich bong theo cac con sb gonl,3,6,9, 18 cia Lé Thé Trung.
2.2.3. Cac xét nghi¢m

- Cac xét nghiém co ban thyc hién tai khoa Hoéa sinh va Huyét hoc,
Bénh vién Bach Mai. Chyp Xquang tim phé)i tai Khoa Chan doan hinh
anh, dién tim d6 tai Vién Tim mach Quéc gia, Bénh vién Bach Mai.

- Tién hanh sinh thiét da tai viing c6 ton thuong bong nudc dé thuc
hién xét nghiém mo bénh hoc va HMMD tai Trung tAm Giai phau bénh,
Bénh vién Bach Mai. Nhuém mé bénh hoc bang phwong phap HE
(Hematoxylin - Eosin) va PAS (Periodic acid - Schiff). Nhuém HMMD
bang phuong phap mién dich men peroxidase, boc 16 KN bang nhiét
xac dinh su biéu 16 ctia cic ddu an CD3, CD4 va CD8. Cac KT st dung
la KT don dong ctia haing CELL MARQUE, My. Str dung chét tao mau
la dung dich Diamino-Benzidin (DAB) ¢6 mau vang nau.

Phuong tién dé doc va phan tich két qua mé bénh hoc va HMMD
trén kinh hién vi quang hoc Nikon Eclipse Ci voi cac vat kinh co do
phong dai 10x, 20x, 40x va 100x, kém camera Bino Photo, c6 két ndi
v6i may tinh dé phén tich két qua, chup anh va luu dir lidu. Trén tiéu
ban HMMD ¢ vét kinh c6 d6 phong dai 40x, voi mdi tiéu ban tién hanh
chup 3 anh theo cac 16p md hoc da. Tién hanh dém sb luong té bao
duong tinh bit mau vang nau bing phan mém imagelJ, dong thoi danh
gia mirc d6 bat mau cua KN. S6 luong té bao duong tinh bat mau cia
mdi KN duge xac dinh bang gi4 tri trung binh trén 3 anh chup duoc,
dém sb té bao dwong tinh bat mau theo cac 16p mé hoc cua da, sau do
tinh téng s6 t& bao duong tinh trén anh chup.



2.2.4. Pdnh gid két qua

- Panh gia két qua mé bénh hoc véi cac ton thwong & 16p thugng bi
nhu: hoai tir thuong bi, thay ddi d6 day 16p thuong bi, thé bit mau hong
ddng nhét trong thugng bi (thé civatte), hién tuong ly gai, xop bao,
thoai hoa long 16p day, bong nudc trong hodc dudi thugng bi. Cac ton
thuong 16p trung bi va ha bi.

- Panh gia két qua HMMD: cac ddu 4n CD3, CD4, CD8 biéu hién
bang mau nau vang cua mang té bao lympho khi cho KT khang CD3,
CD4 va CDS8. Panh gia két qua dua trén 2 yéu to:

+ S0 heong té bao dwong tinh: mic d6 yéu (0 - 10 té bao), mirc do
vira (11 - 20 té bao) va mirc d6 manh (trén 20 té bao).

+ Mikc d¢ bdt mau ciia khang nguyén: mic d6 bat mau nhiéu (dam
mau), mic do bt mau vira (vira mau) va mirc do bit mau it (nhat mau).
2.2.5. Sai s6 va cdch khdc phuc sai sé: cic sai s6 dugc khic phuc bang
cach: tham kham lam sang, khai thac ky tién str, bénh st, danh gia muc
d6 bénh dya trén thang diém SCORTEN, sinh thiét da dtng vi tri, cd
dinh bénh phém va thuc hién nhuém mé bénh hoc, HMMD theo dung
quy chuén, 1am sach sd liéu trude khi xu ly
2.2.6. Dao dirc nghién ciru

- Nghién ctru dugc thuc hién dya trén sy tu nguyén cua bénh nhan.
Két qua nghién ciru gop phan danh gia cac ton thuong vé 1am sang, can
lam sang, dic diém mo bénh hoc va su xuét hién cac ddu 4n CD3, CD4,
CDS trén cac ton thuong da c6 bong nude cua hoi ching SJS va TEN
do di ing thudc, gidi thich co ché bénh hoc phan tir ctia hi ching SIS
va TEN va qu4 trinh hoai tir té bao thuong bi.

- Céc thong tin v& bénh nhén s& duoc giir kin.

2.2.7. Xir Iy s6 liéu

- Phan tich s6 liéu: ding phan mém thong ké Epi-info 6.2 va SPSS 16.0
- Tinh trung binh, phuong sai, d6 léch chuan, ty 1¢, khi so sanh dung
test Student hodc test "y*". Y nghia thong ké dat duoc khi gia tri caa p <
0,05. Tinh ty suat chénh hay nguy co tuong ddi, OR (Odds Ratio).



Chuong 3: KET QUA NGHIEN CUU

3.1. Pic diém chung ciia di twong nghién ciru
Béang 3.1: Phin bo bénh nhin theo nhom tuoi

Nhém bénh _SJS (n=52)  TEN (n=8) Tong
Tubi n % n_ % n__ % P

<30 tudi 7 135 25,0 9 15,0

30-39tu6i 10 19,2 125 11 18,3

40—-49tuot 11 2172 12,5 12 20,0 >0,05

50-59todi 13 25,0 12,5 14 23,3

NMIEEGILN

> 60 tudi 11 21,2 37,5 14 23,3

Tong 52 86,7 8 13,3 60 100,0

Trung binh 469+150 499+217 47,3+15,8 > 0,05

C6 52 bénh nhan SJS chiém 86,7% va 8 bénh nhan TEN chiém 13,3%.
Bénh nhan thap nhat 1a 11 tudi, cao nhat 79 tudi, tudi trung binh 47,3 +
15,8. Tudi trung binh ciia TEN cao hon SJS, véi p > 0,05. Nhém tudi
mac bénh nhiéu nhat tir 60 tudi tro 1én chiém 23,3%. Ty Ié bénh nhan
nam va nit bang nhau: 30 bénh nhan nam va 30 bénh nhan ni.

Béang 3.2: Ly do vao vién ciia bénh nhin SJS va TEN

STT Ly do vio vién Songwdi TyI1& %
1 Ban d6 + loét miéng 23 38,3
2 Ban do6 + bong nudc trén da 9 15,0
3 Ban do + ngira da 9 15,0
4 Ban do 7 11,7
5 Loét miéng 3 5,0
6 Ban d6 + viém két mac 2 3,3
7 Ban d6 + sot 2 3,3
8 Loét miéng + loét sinh duc 2 3,3
9 Ban do + loét sinh duc 1 1,7

10 Bong nuédc 1 1,7
11 Loét miéng + viém két mac 1 1,7
Tong 60 100,0

Bénh nhan vao vién vi Iy do ban do + loét miéng chiém ty 18 cao nhat
(38,3%), tiép dén 1a do ban do + bong nudc trén da (15,0%), ban do +
ngira da (15,0%). Rét it gdp bénh nhan vao vién vi Iy do ban do + loét
sinh duc, bong nudc hodc loét miéng + viém két mac (1,7%).
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Bang 3.3: Cac thudc giy ra hdi chirng SJS va TEN

STT Cac thuoc S6 nguoi Ty 18 %
1 Allopurinol 13 21,7
2 Thuoc dong y 13 21,7
3 Tegretol 12 20,0
4 Cephalexin 3 50
5 Ciprobay 500mg 3 5,0
6 Biseptol 480mg 3 5,0
7 Paracetamol 2 3,3
8 Vitamin 3B 2 3,3
9 Furosemid 2 3,3
10 Alphachymotripsin 2 3,3
11 Amoxicillin 1 1,7
12 Ampicilin 1 1,7
13 Zinnat 1 1,7
14 Cefdinir 100mg 1 1,7
15 Ceftriaxone 1 1,7
16 Cephaclor 1 1,7
17 Ceftazidime 1 1,7
18 Tavanic 1 1,7
19 Efferalgan 1 1,7
20 Colchicine 1 1,7
21 Haloperidol 1 1,7
22 Lamotrigine 1 1,7
23 Plendil 1 1,7
24 Amlordipin 1 1,7
25 Dopegyt 1 1,7
26 Pantoloc 1 1,7
27 Medexa 1 1,7
28 Vitamin B1 1 1,7
29 Vitamin C 1 1,7
30 Vitamin E 1 1,7
31 Acetylcystein 1 1,7
32 Kem bo6i di€u tri bong 1 1,7
33 Cloroxit 1 1,7

Tong 60 100,0
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C6 33 thube duge xac dinh 1a nguyén nhan gy di tng, hay gip nhit 1a
thudc ha axit Uric méau allopurinol chiém ty 1& 21,7%; thude dong y
chiém 21,7%; tiép dén 1a thudc chéng dong kinh tegretol chiém 20,0%.
Céc thudc it gdp nhu cephalexin, ciprobay, biseptol, paracetamol,. ..
3.2. Pic diém lam sang

Bang 3.4: Pic diém chi s6 SCORTEN ciia bénh nhan SJS va TEN

SJS (n=52)  TEN (n=8) Téng

biém n % n % n % P
0 12 23,1 0 0,0 12 20,0
1 24 46,2 1 125 25 417
2 12 23,1 4 500 16 26,7
3 4 7,7 2 25,0 6 10,0
4 0 0,0 1 12,5 1 1,7

Tong 52 1000 8 100,0 60 100,0

Trung binh 1,2+0,9 2,4+0,9 1,3+1,0 <0,001

Chi s6 SCORTEN la 1 diém chiém ty 1 cao nhét 41,7%, tiép dén la 2
diém chiém 26,7%. SCORTEN cua cac bénh nhan TEN > 2 diém chiém
87,5% cao hon so voi SIS 1a 30,8% (p < 0,001). Gia tri SCORTEN
trung binh cta cac bénh nhan nghién ctru la 1,3 + 1,0 diém.

Bang 3.5: Cac tri€u chirng toan thin ciia bénh nhin SJS va TEN

Triéu chirng SJS (n=52) TEN (n=8) Tong p
n % n % n %
Ngta 51 981 8 1000 59 983 >0,05
Pau rat da 48 923 8 1000 56 933 >0,05
Ho, dau hong 46 885 8 100,0 54 90,0 >0,05
Pau déu, chong mat 33 635 7 875 40 66,7 <0,05
Pai kho 28 538 6 750 34 56,7 <0,05
Sot 26 500 6 750 32 533 <005
Choang vang, khochiu 19 365 7 875 26 433 <001
So 4nh sang 13 250 5 625 18 300 <0,05
Buon ndn, non 12 231 3 375 15 250
R6i loan tiéu hoa 3 58 2 250 5 83
Kho thé 3 58 1 125 4 67
DPau bung 3 5,8 1 12,5 4 6,7

Triéu chimg nglra gip ty 1¢é cao nhat 1a 98,3%; dau rat da chiém
93,3%; ho va dau hong 90%; dau dau chong mét 66,7%; dai kho 56,7%.



12

Triéu ching kho thd hodc dau bung rét it gip (6,7%). Nhiét do sbt trung

binh 1a cua céc bénh nhan nghién ctru 1a 38,6 + 0,5 do.

Biang 3.6: Ton thwong da ciia bénh nhan SJS va TEN

A SJS (n=52) TEN (n=8) Tong

'I:I‘lt;ll chirng n % = % n % p
Tonthuongda 4 g5 4 500 50 833 <0,05
“hinh bia ban” ’ ’ ’ ’
Mun nudc 52 1000 6 750 58 96,7 <0,05
Bong nudc 37 712 8 1000 45 755 <0,05
Ban xuathuyét 52 1000 8 1000 60 100,0 >0,05
Loét da 36 692 8 1000 44 733 <0,05
Nikolsky (+) 6 115 8 1000 14 233 <0,001

Tat ca cac bénh nhan nghién ciru ¢ ban xuat huyét trén da. Ty 1€ gap
mun nude 12 96,7%; tén thuong da “hinh bia ban” 1a 83,3%; bong nudc
1a 75,5%, loét da 1a 73,3%. C6 23,3% bénh nhan c6 ddu hiéu Nikolsky
(+). Cac bénh nhan TEN c¢o6 triéu ching bong nudc, loét da gap véi ty 1¢
100% cao hon cac bénh nhan SIS (p < 0,05). Bénh nhan SJS c6 ton
thuong da “hinh bia ban”, mun nudc véi ty I¢ cao hon bénh nhan TEN
(p < 0,05). Dau hiéu Nikolsky (+) & bénh nhan TEN 1a 100% cao hon
bénh nhan SJS 1a 11,5%. Khac biét c6 y nghia théng ké v6ip <0,001.

Bang 3.7: Ton thwong niém mac cac hc tu nhién

" , SJS (n=52) TEN (n=8) Tong
Tri¢u chirng n % = % o % 0]
To6n thuong mat 40 769 8 1000 48 80,0 >0,05
Loét miéng, hong 51 981 8 1000 59 983 >0,05
Loét sinh duc 28 538 6 750 34 567 >0,05
Loét miii 6 115 5 625 11 183 <0,01
Loét tai 5 96 5 625 10 167 <001
Loét hdu mon 5 96 6 750 11 183 <0,001
Sohoctunhien ) 0\ 6 48113 29410 <0001

bi ton thuong

Ty 1€ gap cao nhét la loét miéng hong chiém 98,3%, tlép dén la ton
thuong mat 80%, loét sinh duc 56,7%. Bénh nhan TEN t6n thuong mat
miéng hong, sinh duc cao hon SJS (p > 0,05). SO héc tu nhién ton
thuong trung binh cta cac bénh nhan nghién ctru la 2,9 + 1,0.
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3.3. Pic diém cén 1Am sang

Bang 3.8: Cic chi s vé cong thirc mau, CRP

SJS (n=52) TEN (n=8) Tong

Chi'so n % n % n % P

S6 lwong HC<38x10%1 9 173 0 0,0 9 150
Hemoglobin < 110 g/I 10 192 0 00 10 167
S6 luong BC>10x10% 22 423 2 286 24 407
S6 lwong BC <4 x 10%/1 3 58 1 125 4 67
BCDNTT > 70% 26 500 1 125 27 450
S6 lugng TC<100x 101 6 115 1 125 7 117

CRP > 5 mgl/l 47 904 7 875 54 90,0 >0,05

CRP trung binh (mg/l) 54,0 £50,6 63,1 £89.2 552 +56,2 > 0,05

Bénh nhan giam hong cau mau chiém 15,0%, giam Hemoglobin 16,7%.
C6 40,7% bénh nhan c6 tang s6 lugng bach cau, trong d6 BCONTT
tdng chiém 45,0%, it gap ) lugng bach cau ha (6,7%). C6 90,0% cac
bénh nhan nghién cuu c6 phan tng CRP > 5 mg/l. Gia tri CRP trung
binh ctia cac bénh nhan nghién ctru 1a 55,2 + 56,2 mg/I.

Bang 3.9: Cac chi s6 vé sinh héa mau ciia bénh nhéin SJS va TEN

) SJS TEN Téng
Chi so (n=52) (n=8) P
n % n % n %
GOT > 40 UI/1/37°C 31 596 3 375 34 567
GPT > 41 UI//37°C 26 50,0 2 250 28 46,7
Puong mdu> 6,6 mmol/l 19 365 6 750 25 417 <0,05
Axit Uric > 420 umol/Il 17 327 2 250 19 31,7
Cholesterol > 5,2 mmol/I 10 192 2 250 12 20,0
Triglycerid > 2,3 mmol/I 14 269 1 125 15 250
Ca” < 1 mmol/l 1 19 0 00 1 17
K*> 5 mmol/l 1 19 0 00 1 17
K*< 3,5 mmol/l 14 269 0 00 14 233

Ty 1€ gdp cao nhat 1a tang GOT hon gia tri binh thuong chiém 56,7%,
taing GPT chiém 46,7%. Chi s6 GOT trung binh 1a 63,2 + 70,3
UI//37°C va GPT trung binh 1a 74,3 + 127,5 UII/37°C. Ty 1é ting
dudng mau 41,7%, ting axit Uric mau 31,7%. Réi loan chuyén hoa



Lipid chi gip voi ty 16 tir 20 - 25%. Thay ddi vé dién giai dd chu yéu la

K*< 3,5 mmol/l chiém 23,3%.
3.4. Pac diem mo6 bénh hgc
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Bang 3.10: Cic ton thwong 16p thwong bi ciia SJS va TEN

SJS (n=52) TEN (n=8) Tong
Ton thwong n % = % n % p
Hoai tit thugng bi 48 92,3 8 100,0 56 93,3 >0,05
Hoai tir thugng bi toan b 32 615 8 1000 40 66,7 <0,05
Hoai tir thugng bi rai rac 16 30,8 0 0,0 16 26,7
Do day thuong bi khong 4 g45 g 1000 52 867 >0,05
binh thuong
Lop smg khong binh 37 712 8 1000 45 750 >0,05
thuong
The bat mau hong dong 36 692 8 1000 44 733 <005
nhat trong thuong bi
Thoai hoa long 16p day 47 904 7 875 54 90,0 >0,05
Hién tuong ly gai 29 558 5 625 34 56,7 >0,05
XO0p bao 14 269 4 500 18 30,0 <0,05
Bong nudc dudi thuongbi 40 76,9 8 1000 48 80,0 >0,05
Bong nudc trong thugngbi 14 26,9 0 0,0 14 23,3
C6 93,3% bénh nhan c6 ton thuong hoai tir thuong bi, trong d6 hoai tr
thuong bi toan bo 1a 66,7%, hoai tir thugng bi rai rac la 26,7%. D¢ day
thuong bi khong binh thudng chiém ty 1& 86,7%, 16p sing khong binh
thuong chiém 75%. Thé bat mau hong ddng nhat trong thuong bi chiém
73,3%, thoai hoa 1ong 16p day 1a 90%, hién tugng ly gai 56,7%, x6p bao
30,0%. Bong nudc xuét hién & tit ca cac bénh nhan, bong nudc dudi
thuong bi chiém 80%, trong thugng bi 23,3%.
Bing 3.11: Cac ton thwong & 16p trung bi ciia SJS va TEN
< SJS (n=52) TEN (n=8) Tong
Ton thwong n % = % n % p
Trung bi ndng phu né 15 288 3 375 18 30,0 >0,05

Xam nhép viém lympho
quanh cac huyet quan 52 10000 8 100,0 60 100,0 >0,05
trung bi nong

Xam nhap BCONTT 3 5,8 2 25,0 5 8,3

Xam nhap BC 4i toan 5 96 O 0,0 5 8,3
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Tat ca cac bénh nhan nghién ctru déu c6 xam nhap té bao viém lympho
quanh cic huyét quan ciia trung bi nong. 30% bénh nhan c6 trung bi
néng phu né, ty 1¢ c¢6 xdm nhap BCDNTT va bach cau 4i toan nhu nhau
(8,3%). Khong thdy co su khac biét vé cac ton thuong & 16p trung bi
giita cac bénh nhan SJS va TEN.

3.5. Pic diém héa mé mién dich

EAmtinh = Duong tinh

92% 73% 100%

3% 27% 0%
CD3 CD4 CDs

Biéu db 3.1: Biéu 1 khdng nguyén CD3, CD4 va CD8
Dau 4n khang nguyén CDS8 xuét hién trén tit ca cac ton thuong da ctia
bénh nhan SJS va TEN (100%), ty 18 xuét hién ddu 4n CD3 1a 92,0%;
CD4 12 73,0%.

= Yéu = Via = Manh

D3 CD4 D8

Biéu db 3.2: Mikc dp biéu 1p theo so lwong té bao
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Déu 4n CD3 biéu 16 mtc dd manh chiém ty 1€ cao nhat 43,6%, vira
30,9% va yéu 2,5%. CD4 biéu 16 mirc d6 yéu la cha yéu 84,1%, vira
13,6% va manh 2,3%. CDS8 biéu 16 dong déu ¢ ca ba muc do, trong do
ty 1& gap cao nhit & mirc d6 vira 38,3%, yéu 35,% va manh 26,7%.

mit B Viia Nhiéu

CD3 CD4 CD8

Biéu d6 3.3: Mivc d¢ biéu 1y theo sw bit mau
Dau 4n CD3 bit mau vira chiém ty 1é cao nhat 61,8%, it 27,3% va nhiéu
10,9%. D4u 4n CD4 bét mau it 1a chu yéu 93,1%. Dau 4n CD8 bét mau
vira chiém ty 1¢ cao nhat 45,0%, it 33,3% va nhiéu 21,7%.
Bang 3.12: Phén bb gia tri biéu 1§ CD3, CD4 va CD8
Khang SJS (n=52) TEN (n=8) Téng
nguyén Tong Trungbinh Tong Trung binh Tong Trung binh
CD3 962 18,5+13,4 113 14,1+94 1075 17,9+13,0 <0,05

CD4 238 4,6+£5,5 18 2,3+1,8 256 43+£52 <0,05

CD8 783 15,1+9,9 89 11,1+£9,4 872 145+9,8 <0,05
Gi4 tri biéu 16 cua CD3 1a 17,9 £ 13,0 té bao/vi truong, CD4 1a 4,3 + 5,2
té bao/vi truong, CD8 1a 14,5 + 9,8 té bao/vi truong. Gia tri biéu 16 ctia
CD3, CD4 va CDS & cac bénh nhan SJS cao hon so véi TEN (p < 0,05).
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E Thuong bi HTrung bi Ha bi
0.,4% 0% 0% 0.2%
CD3 CD4 CDS8 Tong

Biéu dé 3.4: Phin b6 biéu 1 theo mé hoc da
Té bao biéu 16 CD3, CD4 va CDS tap trung chu yéu ¢ 16p trung bi véi
cac ty 1¢ tuong tng 1a 62,7%; 77,3% va 58,0%. Ty 1é chung cta 3 dau
an khang nguyén ¢ trung bi 1a 62,6%, thuong bi 37,2% va ha bi 0,2%.

Chuwong 4: BAN LUAN
4.1. Dic diém bénh nhan nghién ciru
4.1.1. Tuéi va gici
Két qua nghién ciru cua chung t6i cho thdy, hoi ching SIS/TEN

do di ing thudc gip & moi do tudi, bénh nhan nho nhat 1a 11 tudi va 16n
nhit 1a 79 tudi, tudi trung binh 1 47,3 + 15,8 tudi. Nhom tudi gip nhiéu
nhat 13 tir 60 tudi tré 1én chiém 23,3%, thip nhat 1a nhém < 30 tudi
chiém 15%. Trong 60 bénh nhan ching toi nghién ciru ¢6 30 bénh nhén
nam va 30 bénh nhan ni.
4.1.2. Ly do vao vién cua cdac bénh nhdin SJS va TEN

Két qua nghién ctru cho thiy hau hét cac bénh nhan vao vién vi it
nhét 2 1y do, trong d6 1y do ban d6 + loét miéng chiém ty 1& cao nhét
38,3%, tiép dén 1a ban do + bong nudc trén da 15,0%, ban d6 + ngtra da
15,0%. Rét it gap bénh nhan vao vién vi Iy do ban d6 + loét sinh duc,
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bong nudc hoac loét mi€ng + viém két mac 1,7%. Nhu vay ban do la
triéu ching chu yéu dé bénh nhan phai vao nhap vién, 53/60 bénh nhan
chiém 88% cac bénh nhan nghién ctru.
4.1.2. Cic thubc gay ra di itng

Két qua nghién ciru ciia chung toi cho thiy c6 33 thude dugc xac
dinh 12 nguyén nhan gy di ing, hay gap nht 1a thudc ha axit Uric mau
allopurinol chiém 21,7%; thubc dong y chiém 21,7%; tiép dén 1a thudc
chéng dong kinh tegretol chiém 20,0%. Céic thuéc con lai nhu
cephalexin, ciprobay, biseptol, paracetamol,...co ty 1& rat thip. Két qua
nghién ctru clia chung t6i cling twong ty nhu cua Pham Thi Hoang Bich
Diu va mét sb tac gia khac.
4.2. Pic diém l1am sang
4.2.1. Pdnh gid mirc d¢ ndng ciia bénh qua chi s6 SCORTEN

Két qua ctia chung t6i thay cac bénh nhan c6 diém SCORTEN trung
binh 1a 1,3 + 1,0 diém, trong &6 SCORTEN 1 diém chiém ty 1¢ cao nhat
1a 41,7%, tiép dén 14 2 diém chiém 26,7%. Nhu vay phan 16n cac bénh
nhan trong nhém nghién ctru cua ching t6i c6 mic d6 bénh nhe theo
thang diém SCORTEN. Két qua ctia ching t6i tvong ty nhu cia Min-
Suk Yang thdy trong 36 bénh nhian SJIS/TEN c6 36,1% c6 SCORTEN
tir 0-1 diém, 41,7% 1a 2 diém, 16,7% la 3 diém va 5,6% tir 4-5 diém.
4.2.2. Cdc tri¢u chirng toan thin ciia bénh nhdn SJS va TEN

Céc dau hiéu s6m sau khi bénh nhan dung thudc nhu ngua, ban do,
st,...cac triéu chimg nay co thé kéo dai sudt qua trinh bi bénh dén khi
bénh nhan khdi bénh. Nhiing cling c¢6 khi cac tri€u ching nay chi co
tinh chat bao hiéu cho mot bénh canh 1am sang tiép theo cua di ung
thudc. Két qua nghién ctru ciia chiing t6i cho thay bénh nhan SIS/TEN
¢6 triéu ching ngira gip véi ty 18 cao nhit 1a 98,3%; tiép dén 1a dau rat
da chiém 93,3%. C6 90% bénh nhan SJS/TEN cua chung t6i co triéu
chung ho va dau hong trudc khi xuét hién cac ton thuong niém mac tir 2
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dén 3 ngay. C6 53,3% bénh nhan c6 triéu chung sdt, chu yéu xudt hién
O cic ngay dau nhdp vién, thudng gdp ¢ cidc bénh TEN hon la bénh
nhan SJS. C6 66,7% cac bénh nhan nghién ciru c6 triéu chimg dau dau
chong mat.
4.2.3. Cic ton thwong da ciia bénh nhin SJS va TEN

Céc bénh nhan trong nghién ciru c6 ton thuong da “hinh bia ban”
chiém ty 18 83,3%. Tuy nhién, phin 16n ddy 1a nhitng “hinh bia ban
khong dién hinh” véi trung tim 1a bong nudc hodc dat xut huyét hoai
tr sim mau va duoc bao xung quanh béi mot dat dé nhat mau hon trung
tdm. Mun nudc trén da ciing gap véi ty 1€ cao 96,7%, dac biét & bénh
nhan SJS 1a 100% va gap 75% & TEN (p < 0,05). Trong nghién ctru cia
chung t6i, cdc mun nudc va bong nudc luc dau trong, sau do co biéu
hién xuit huyét. O phan 16n cac bénh nhan SIS/TEN, thuong ton bong
nude cang, mot s6 khong cing ma bung nhing. Toén thuong ban xuat
huyét trén da gip trong tit ca cac bénh nhan nghién ctru clia ching toi.
4.2.3. Tén thwong niém mac cdc héc tw nhién

Hinh anh ndi bat trong tdn thuong ni€ém mac miéng cua bénh nhan
SJS 1a viém loét niém mac moi, dong vay tiét day mau dé sim, gdm vay
da, huyét thanh va hdong cau. Nhitng bénh nhan TEN, tén thuong niém
mac miéng kém theo loét hong, 1oét toan bd bé mat niém mac ludi gay
ra cam giac dau budt khi dwa thirc dn vao miéng. O nhimng bénh nhan
nay, viéc dinh dudng khong thé thuc hién qua dudng miéng ma chu yéu
bang viéc truyén dich. Phan 16n cac bénh nhan TEN c6 ton thuong hu
hét cac hdc tu nhién, trong d6 miéng va mat 1a nhimg vi tri bi ton
thwong ning nhat. K&t qua nghién ctru ciia ching t6i cho thiy 98,3% co6
loét miéng hong, 80% co ton thuong mit, loét sinh duc 56,7%, loét miii
va loét hau mon gip véi ty 16 ngang nhau 18,3%; loét dng tai 16,7%.

4.3. Dic diém cn 1am sang
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Céc chi s6 cong thirc mau va sinh héa mau co ban thay ddi khong
nhiéu, ty 1é giam hong cau mau chiém 15,0%, giam Hemoglobin 16,7%.
C0 90,0% cac bénh nhan nghién ctru ¢6 phan ung CRP > 5 mg/l. Gid tri
CRP trung binh ctia cac bénh nhan nghién ctru la 55,2 + 56,2 mg/l.

Chi sb sinh hoa gip chi yéu 1a ty 1é ting GOT hon gi4 tri binh
thuong chiém 56,7%, ting GPT chiém 46,7%, chu yéu ting & muc do
vira. Thay ddi vé dién giai dd cha yéu 1a K* < 3,5 mmol/l chiém 23,3%.
4.4. Pic diém md bénh hoc
4.4.1. Tén thwong I6p thwgng bi

- Hogi tir thwgng bi: 93,3% c6 ton thuong hoai tir thuong bi, trong
d6 hoai tir thugng bi toan bo 1a 66,7%, hoai tir thuong bi rai rac 26,7%.

- Thay doi dp day thwong bi: phan 16n cac bénh nhan trong nghién
ctru c6 do day 16p thuong bi d bi thay doi, chiém 87,6%. Sy thay doi
d6 day 1op thuong bi chu yéu do su thoai hoa, hoai tir cuia cac té bao
thuong bi, thoai hoa long 16p day va hién twong ly gai. Két qua cua
chung t61 90% bénh nhén co6 thoai hoa long 16p day.

- Thay déi ciia I6p sirng: c6 25% bénh nhan nghién ciru c¢6 16p
stmg & trang thai binh thuong. Hau hét 16p simg da bi bién dang hodc
teo dét, chuan bi bong vay, tao thanh cac 16p simg mai do su thoai hoa
lién tuc cua cac té bao keratin.

- Tén thwong bong nwéc: xuat hién & tit ca cac bénh nhan, trong
d6 bong nudc dudi thugng bi chiém ty 1€ 80%, bong nudc trong thuong
bi chiém 23,3%.

- Hién twong ly gai trong thweng bi: xuit hién trong 56,7% tiéu
ban mod bénh hoc da. Ly gai 1a hién tuong cac té bao gai mat su két dinh
v6i nhau do thoai hoa cac cAu ndi nguyén sinh chét, tao ra mun nudc,
bong nudc ¢ thugng bi.

4.4.2. Dic diém ton thwong I6p trung bi
Tén thwong mo bénh hoc & 16p trung bi rat nghéo nan. Hinh anh nbi

bat cuia ton thuong trung bi 1a tit ca cic bénh nhan c6 xam nhap viém



21

lympho bao quanh cic huyét quan cia trung bi nong. C6 30% bénh
nhan c6 trung bi néng phu né. Rat it gp hinh anh xdm nhap BCONTT
va bach cau 4i toan trén cac ton thuong da, mdi loai chiém 8,3%. Lop
ha bi khong thay c6 ton thuong.

4.5. Pic diém héa mé mién dich

4.5.1. Ty Ié va mirc d¢ biéu 1§ khdng nguyén CD3, CD4 va CD8

Déu 4n khang nguyén CD8 xuét hién trén tat ca cac ton thuong da
(100%), ty 1¢ xuat hién dau 4n CD3 1a 92,0%; CD4 1a 73,0%. Nhu vy,
du bénh nhan & mic d§ bénh nang hay nhe thi CD8 déu xuét hién véi
tan suat cao nhat trong ca 3 ddu an khang nguyén.

4.5.2. Vé mirc dé biéu 1p

* Théng qua s6 lwong té bao dwong tinh bat mau vang ndu ¢ 3 mirc
do yéu, vita va manh: biéu 10 cia CD3 1a manh nhat, CD8 & mirc trung
binh va CD4 ¢ mirc d6 yéu.

* Théng qua mirc ¢ bdt mau cia cdc té bao dwong tinh & 3 mirc do
it, vira va nhiéu: CD3 1a bat mau manh nhat, CD8 & mirc trung binh va
CD4 ¢ mirc d6 yéu.

4.5.3. Gid tri biéu Iy khing nguyén CD3, CD4 va CD8

Két qua nghién ctru cho thiy tong sb té bao duong tinh ciia CD3 1a
cao nhat 1075 té bao, sau d6 dén CDS 1a 872 té bao, thap nhét 1a CD4
6 256 té bao. Gia tri biéu 16 ciia CD3 1a 17,9 + 13,0 té bao/vi truong,
CD4 1a 4,3 + 5,2 & bao/vi truong, CDS 1a 14,5 + 9,8 té bao/vi truong.
Nhu vay, gia tri biéu 16 cua CD3 1a manh nhét, sau d6 dén CD8, CD4.
4.5.4. Biéu Ip CD3, CD4 va CD8 trén cdc lép mé hoc da

Két qua cua chung t6i cho thay cic dau 4n khang nguyén tap trung
phan 16n & 16p trung bi, sau d6 dén 16p thugng bi va gan nhu khong c6
& ha bi. Ty 1& xuit hién CD3, CD4 va CD8 & 16p trung bi twong tng la
62,7%; 77,3% va 58,0%. Ty 1é chung ctia ca 3 ddu 4n khang nguyén &
16p trung bi 1a 62,6%, thuong bi 1a 37,2%.
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KET LUAN

Nghién ctru trén 60 bénh nhan dugc chan doéan c6 hoi chung SJS va
TEN do di ttng thudc, gém 30 nam va 30 nit, ¢6 tudi trung binh 1a 47,3
+ 15,8, chung t6i xin rat ra mot s6 két luan nhu sau:

1. V& dic diém l1am sang, cin 1am sang

* Thudc gay di ung hay gip 1a thudc ha axit Uric trong méau allopurinol,
thudc dong y, thude chdng dong kinh tegretol.

* Pjc diém 1am sang rat da dang va phong phu:

- Cac triéu chirng toan than: ngua la 98,3%, dau rat da 93,3%, ho va
dau hong 90%, dau dau chong mat 66,7%, dai kho 56,7%,...

- Cac ton thuwong da: ban xuit huyét trén da 100%, mun nudc
96,7%, ton thwong da “hinh bia bin” 83,3%, bong nudc 75,5%, loét da
73,3%. Dau hiéu Nikolsky (+) trong 23,3%.

- Céc tén thuong ni€ém mac hdc tu nhién: loét miéng hong 98,3%,
ton thuong mit 80%, loét sinh duc 56,7%, loét miii va loét hdu mon
cung co ty 1€ 18,3%, loét tai 16,7%.

Hau hét cac ton thuong 1am sang ciia bénh nhan TEN déu c6 biéu
hién nang né hon cac bénh nhan SJS.

* Pic diém can 1am sang: c6 mic do thay doi khong nhiéu. Thiéu mau
gip 16,7%, giam tiéu cau 11,7%. Ty 1é taing GOT 56,7%, GPT la
46,7%, tang duong mau 41,7%, tang a xit Uric mau 31,7%.

2. Vé dic diém md bénh hoc va h6a mé mién dich

2.1. Pic diém md bénh hoc

Tén thuong md bénh hoc cua cac bénh nhan SJS va TEN la loai ton
thuong 16p thuong bi (93,3%) véi hinh anh toan b d6 day thuong bi
hoai tir tao thanh mot 16p bit mau hong dong nhét, 1am mat d¢ day 16p
thuong bi (86,7%), bong nudc hinh thanh dudi thugng bi (80%) hodc
trong thuong bi (23,3%), c6 thoai héa long 16p day (90%) va thé bat
mau hong ddng nhit trong thuong bi - thé civatte (73,3%), co thé co
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hién tugng ly gai (56,7%) va hién twong x6p bao (30%). Ton thuong
16p trung bi khong nhiéu chi yéu 1a xdm nhéap viém cac lympho bao
quanh cic huyét quan ctia trung bi néng, c6 thé thdy trung bi nong phu
né. Khong thay hinh anh ton thuong 16p ha bi.
2.2. Pic diém héa mé mién dich

- Ty 1¢ xuat hién trén ton thuong da: cia CDS 1a 100%, CD3 la
92,0%, CD4 1a 73,0%.

- Mirc d6 biéu 1§: dau an khang nguyén CD3 biéu 16 manh, CDS
biéu 16 vira va CD4 biéu 16 yéu.

- Gia tri biéu 16: CD3 c6 gia tri cao nhét, sau d6 dén CD8 va CD4.
Bénh nhén SIS c¢o gia tri biéu 16 cac ddu 4n KN cao hon TEN.

- Phén b biéu 16: CD3, CD4 va CDS tap trung chii yéu ¢ trung bi 1a
62,6%, thuong bi 1a 37,2% va ha bi 0,2%. Gia tri biéu 16 cao nhit &

trung bi, sau d6 dén thuong bi va ha bi.
KIEN NGHI

1. Nén than trong khi dung cac thube co ty 1€ bi di ing cao nhu:
allopurinol, carbamazepine. Pong thoi cdn nghién ctru sau hon vé kiéu
gen c6 lién quan chit ché ddi voi hai loai thudc nay: HLA-B*5801 va
HLA-B*1502 & cac bénh nhan Viét Nam noi riéng va cong dong chau
A néi chung.

2.Bb sung vé co ché bénh hoc phéan tir cua hoi ching SJS va TEN
1a co ché hdn hop vé6i su tham gia clia nhiéu thanh phan, trong d6 CD8
¢6 vai trd quan trong trong co ché hoai tir té bao thuong bi.

3. Néu diéu kién vé kinh phi cho phép, cin cir tinh hinh thuc té 1am
sang nén 1am thém k¥ thuit moé bénh hoc va héa md mién dich (ddu 4n
khang nguyén CD3, CD4 va CD8) trén céac ton thuong da c6 bong nuéc
ctia hoi ching SJS va TEN do di tmg thude dé c6 thém gia trj cho chin

doan ciing nhu tién lugng trong qua trinh diéu tri cho bénh nhan.
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INTRODUCTION

2. Urgency of topics

Allergy medicine is a topical issue of the medical world and
domestic. The investment in research and drug allergy is needed by
many causes: a list of drugs increasing length, percentage of users and
the growing allergy, clinical allergy to the drug's style rich and
diversified with the development of market economy. There are many
allergy medications with different clinical manifestations and severity
of disease from mild to severe. In particular, Toxic epidermal necrolysis
or Lyell's syndrome (Toxic epidermal Necrolysis - TEN) and Stevens -
Johnson (SJS) is the skin lesions, severe mucosal allergy. Two very rare
syndrome who 1-2/1,000,000 population. Diagnosis still relies on
clinical lesions and mining history of drug use. Genetic factors also play
an important role, especially in Asia. The observed correlation between
SJS apparent allergic to carbamazepine who carry HLA-B*1502 or
allergic SJS allopurinol with the gene HLA-B*5801. SJS and TEN are
the two most severe syndrome, is the destination of the bullous skin
lesions with drug if untreated. The disease is rare in infants and the
elderly due to a weakened immune system, the disease occurs in all
races in the world with low incidence in men than in women (50-70%).

Skin manifestations of the majority of drug allergies may have
atypical bullous, difficult to distinguish with bullous skin diseases due
to other causes, the test is nonspecific. In such cases, histopathological
images and immunohistochemistry will help diagnose a lot, especially
immunohistochemistry can be considered as criteria for differential
diagnosis of the cause for the damage bullous skin allergies.
Immunohistochemistry is a modern technique, has many uses, allowing
observation of the presence of antigen in tissue sections. The
pathologist can observe, assess both morphological aspects and
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immunohistochemistry on tissue or cell. Immunohistochemistry allows
demonstrate the specificity of the cell and tissue structure on
histological specimens using antibodies specific marker for the
detection of specific antigens on the cell surface. On the bullous skin
lesions due to drug allergy occurs the immune response mediated by
cells for the presence of mature T lymphocytes, on the membrane
surface with the imprint CD3, CD4, CD8 or CD40, CD40 ligand
(CD40L), CD68, myeloperoxidase (MPQ), Fas, Fas ligand (FasL) and T
lymphocyte receptor (TCR - T cell recepter).

So far in Vietnam have been many studies of SJS and TEN
syndrome on many different aspects, but no authors studied the
characteristics of antigen markers CD3, CD4 and CD8 on skin template
immunohistochemistry lesions of two drug allergy syndrome is the most
severe, to further elucidate the pathogenesis of allergy, from which
appropriate treatments. Therefore, we studied the subject for two goals:

1. Describe the clinical characteristics, clinical manifestations of
patients with Stevens-Johnson and Lyell's syndrome due to drug
allergy.

2. Survey forms of histopathology and immunohistochemistry
(antigen markers CD3, CD4 and CD8) skin lesions of patients with
Stevens - Johnson and Lyell due to drug allergy.

2. New contributions of the thesis

The first project in the country assess the bullous skin lesions with
SJS and TEN syndrome through the presence of antigen-lymphocyte
markers CD3, CD4 and CD8 on the specimen by immunohistochemical
methods immunity peroxidase enzyme and have obtained some positive
results. This is the first project in Vietnam research on molecular
mechanisms of disease syndrome SJS and TEN, the role of lymphocytes
CD3, CD4 and CD8 during necrosis keratin cells in the epidermis.
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Expression of the antigen markers was assessed through the number and
extent of staining of cells positive. Assessing the relationship between
necrotic lesions epidermis on histopathology with the existence of
markers CD3, CD4 and CD8 on immunohistochemistry. The results of
this study combined with a number of overseas studies have confirmed
the molecular mechanisms of pathogenesis of SJS and TEN syndrome
is a complex mechanism involving many factors, including CD8 have
an important role in the destruction of the epidermis cells, causing
apoptosis.
3. Layout thesis

140 page thesis include: Introduction (2 pages), Chapter 1:
Overview (38 pages), Chapter 2: Objects and Methods (19 pages),
Chapter 3: Results of the study (28 pages), chapter 4: discussion (50
pages), and concluded (2 pages). Recommendation (1).

In thesis: 43 tables, 5 graphs, 1 map, 16 pictures. The thesis has 140
references, including 22 Vietnamese, English 118.

Chapter 1: LITERATURE REVIEW

1.1. Mechanism of Molecular Pathology

So far, the mechanism of pathogenesis of SJS and TEN syndrome is
defined as mixed mechanism with the participation of many factors.
The process of destruction of epidermal cells in skin lesions of patients
with SJS and TEN are the result of the process of programmed death
(apoptosis), which is an immune response mediated by cells with
dominant role of CD8 lymphocytes, macrophages and tumor necrosis
factor alpha (TNF-a)), factors Fas, FasL and enzymes: granulyzin,
granzyme B, perforin, the caspase in the epidermis. Cytotoxic T
lymphocytes (CTL) is the culprit causing the destruction of epidermal
cells.
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1.2. Histopathological lesions in SJS and TEN syndrome

Histopathological lesions of SJS-TEN is kind of epidermal damage
with photographs entire thickness epidermal necrosis form a uniform
layer of catching pink, bullous form under the epidermis or in the
epidermis, has quit liquefied bottom layer, may have the phenomenon
glass spikes, foam cells. In early lesions, histopathology images are
groups expressed epithelial cell necrosis spines form a homogeneous
group began pink, interspersed with a number of inflammatory cells are
monocytes and polymorphonuclear leukocytes personnel. In late and
severe injury, epithelial cell necrosis more spikes, epithelial cell
degeneration bottom liquid separation leading to the epidermis from the
mesoderm and the entire epithelial cell layer of epidermal necrosis only
intact stratum corneum. In some cases, the shallow layer of epidermal
necrosis worse the deeper layers, forming the slot in between the two
layers of the epidermis.

1.3. The concept of immunohistochemistry

Immunohistochemistry is a combination of three techniques:
histological, biochemical and immunological components in order to
determine the specific model used by the reaction of antigen - specific
antibody is attached markers and the police are looking component.

Principle: For specific antibodies to tissue, if the tissue antigen
response to antigen - antibody. There are two ways to look at this
complex:

- Immunofluorescence: the association with a fluorescence and
observed under fluorescent microscope.

- Immunology men: Let associated with an enzyme (peroxidase or
alkaline phosphatase) and associated with pigments (chromogen), can
be observed under the microscope optics.

1.4. Features markers CD3, CD4 and CD8

- The imprint of CD3 (T General): 5-string from 20-26 kDalton (1vy,

19, lg, 2u) associated with the TCR (T cell recepter), in all mature T
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lymphocytes. Role exposure to antigens on MHC - presenting cells,
respectively. The total number of cells CD3 CD4 and CD8.

- The imprint of CD4 (T support, abbreviated as Th) is a monomer
with 4 areas outside cells recognize antigens functions performed by
MHC class Il. Perform support functions. The number of CD4 cells
account for about 2/3 of CD3 cells.

- The imprint of CD8 (cytotoxic T cells, referred to as Tc): Formed
by a and B chains joined together by a covalent wires, only recognize
antigen in combination with MHC class Il. Responsible for the lysis of
cells expressing foreign antigens on their surface. The number of CD8
cells account for about 1/3 of CD3 cells.

Chapter 2: SUBJECTS AND METHODS
2.1. Study subjects
2.1.1. Time and place of study

Study was carried out from 7/2013 to 7/2014, at the Center for
Allergy - clinical immunology, Bach Mai Hospital.

2.1.2. Criteria for selecting patients

- A history of medicine: patients using the drug within 4 weeks
prior to clinical manifestation.

- Standardization of clinical syndromes and allergic symptoms
occur after dosing, based on diagnostic criteria and classification of the
author Sylvie Bastuji - Garin 1993:

+ Syndrome SJS: expression erythema multiforme, mucositis two
or more natural cavities, Nikolsky sign (-), with or without organ
damage, the total area of bullous skin lesions under 10% area of the
body.

+ TEN syndrome: skin lesions including the giant bullous easy
sores ooze slipped, revealing a red leather background, Nikolsky sign
(+), necrotic ulcers natural cavities, high fever and organ damage very
heavy, the total area of bullous skin lesions in 30% of the body.
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+ Syndrome transition between SJS and TEN syndrome (SJS/TEN -
overlap syndrome): skin lesions are extensive hemorrhagic macules or
injury “shaped flat beer shot” and a total area of skin lesions puffiness
water from 10% to 30% of the body.

+ Testing for CMV (cytomegalovirus virus), HSV (herpes simplex
virus), EBV (Epstein Barr virus): negative.

2.1.3. Exclusion criteria

- SJS and TEN patients without a history of drug use.

- The patient refused to participate in the study.

- The patient was hospitalized for the second time over the study period.
2.2. Research Methodology

The theme is designed by the method of prospective, cross-sectional
descriptive. The object is selected in the sample according to the
sampling method intentionally. The patients were selected according to
the order of time, irrespective of age, gender, severity, stage of disease.

Sample size calculated according to the formula: N = Zf_a,z %
where: n is the sample size; a is the statistical significance level = 0.05.
The variable Z is the Z value obtained from the table to the value Z o =
0,05. There Z = 1.96. Choose p = 0.10 and g=1- p = 0.90 ( Nguyen Van
Doan encounter rate for SJS/TEN in 511 patients with allergy 11.2%).
The variable d is some discrepancy between the rate obtained from the
sample and the population proportion (5-10%), choose d = 0.085;
calculate n = 49, so choose a minimum sample size of 50 patients. Our
study had a sample size of 60 patients.

2.2.1. The history and history of allergy

SJS and TEN patients are carefully exploited history and history of
allergy form 25B of the world health organization. The history: the
reason the drug, the drug has been used or suspected allergens, period
appear first allergic symptoms after exposure to the drug,... Mining
history: a history of allergic applications, these allergies have problems,
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some are diagnosed with atopic contribute to allergies, family history of
allergies, ...
2.2.2. Clinical examination

Review basic skin lesions: scalds, blisters, inlaid bleeding, lesions
“shaped beer shoot” typical and atypical, Nikolsky sign and bullous
skin area based on the method of calculating the area open burning
under the numbers 1, 3, 6, 9, 18 of Le Trung.

2.2.3. Tests

- The basic tests carried out at the Department of Biochemistry and
Haematology, Bach Mai Hospital. X-ray department Cardiopulmonary
Imaging, electrocardiogram at the National Heart Institute, Bach Mai
Hospital.

- Conduct a skin biopsy in the bullous lesions to perform tests
histopathology and immunohistochemistry in patients Surgery Center,
Bach Mai Hospital. Histologic staining methods with HE (Hematoxylin
- Eosin) and PAS (Periodic acid - Schiff). Immunohistochemical
staining with peroxidase enzyme immunoassay method, antigen
expressed by thermal determine the expression of markers CD3, CD4
and CD8. The antibodies used are monoclonal antibodies by CELL
MARQUE, USA. Use colorings are diamino - benzidine solution
(DAB) golden brown.

Means to read and analyze the results of histopathology and
immunohistochemistry on optical microscope Nikon Eclipse Ci with the
objective lens magnification of 10x, 20x, 40x and 100x, Bino Photo
attached camera, connected the computer to analyze the results, imaging
and data storage. On a immunohistochemistry in the objective lens
magnification of 40x, with each template conducted 3 images according
to the histological grade leather. Proceed to count the number of cells
staining positive for yellow - brown with ImageJ software, and assess
the degree of antigen staining. The number of cells staining positive for
each antigen was determined by the average value of 3 shots are, count
the number of cells staining positive according to the histological grade
of the skin, then the total number of positive cells based on
photographs.
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2.2.4. Evaluation results

- Evaluation results with histopathological lesions in the epidermis,
such as epidermal necrosis, change epidermal thickness, uniformity can
catch pink in the epidermis (civatte), the phenomenon of glass spines,
foam cells, the basal layer of liquid degeneration, bullous in or below
the epidermis. The damage to the middle dermis.

- Evaluation of immunohistochemistry: markers CD3, CD4, CD8
expression by yellow-brown of the lymphocyte membrane antibodies to
CD3, CD4 and CD8. Evaluation results based on two factors:

+ The number of positive cells: low level (0-10 cells), moderate (11-
20 cells) and the intensity (> 20 cells).

+ The degree of staining of antigens: a lot of catching color (dark) ,
the degree of staining medium (medium color) and the degree of
staining at (pale).

2.2.5. Errors and how to fix the error: errors are remedied by: clinical
examination, medical history mining, medical history, assessment of
disease based on a scale SCORTEN, skin biopsy in place, fixed
specimens and perform tissue staining pathology,
immunohistochemistry, in accordance with the standard, clean data
before processing.

2.2.6. Ethics Research

- The study was based on the willingness of the patient. The
research results contribute to the assessment of clinical lesions,
subclinical, histopathological characteristics and the presence of
markers CD3, CD4, CD8 on the bullous skin lesions with SJS and TEN
syndrome allergy medication, explaining molecular mechanisms of
pathogenesis of SJS and TEN syndrome and necrotizing process of
epidermal cells.

- The information about the patient will be kept confidential.

2.2.7. Data processing

- Data analysis: statistical software Epi - Info 6.2 and SPSS 16.0.

- On average, variance, standard deviation, percentage, when
compared using Student test or test "y*". Statistical significance was
achieved when the value of p < 0.05. Calculate the odds ratio or relative
risk, OR (Odds Ratio).
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Chapter 3: RESULTS OF THE STUDY

3.1. General characteristics of the study subjects
Table 3.1: Distribution of patients according to age group

Group disease  SJS (n=52) TEN (n=8) Sum p
Age n % n % n %

< 30 years old 7 135 2 250 9 15.0
30-39yearsold 10 19.2 1 125 11 183
40-49yearsold 11  21.2 1 125 12 20.0 >0.05
50-59yearsold 13  25.0 1 125 14 233
> 60 years old 11 212 3 375 14 233
Sum 52  86.7 8 13.3 60 100.0
Medium 469+150 499+21.7 473+158 >0.05

There are 52 patients accounted for 86.7% of SJS and TEN 8 patients
accounted for 13.3%. The patient is 11 years old minimum, maximum
79, average age 47.3 + 15.8. The average age of TEN higher SJS, with p
> 0.05. Most affected age group 60 years and over accounted for 23.3%.
The proportion of male and female patients equally: 30 male patients
and 30 female patients.

Table 3.2: The reason for hospitalization of patients with SJS and TEN

Reason for admission n %
1  Erythema + mouth ulcers 23 38.3
2 Erythema + bullous of the skin 9 15.0
3 Erythema + itchy skin rash 9 15.0
4 Erythema 7 11.7
5  Mouth ulcers 3 5.0
6  Erythema + conjunctivitis 2 3.3
7 Erythema + fever 2 3.3
8  Mouth ulcers + genital ulcers 2 3.3
9  Erythema + genital ulcer 1 1.7
10  Bullous 1 1.7
11 Mouth ulcers + conjunctivitis 1 1.7
Sum 60 100.0

The patient was hospitalized because of erythema + oral ulcers
accounted for the highest percentage (38.3%), erythema + bullous
(15.0%), erythema + itchy skin rash (15.0%). It is less common in
patients hospitalized because of erythema + genital ulcers, bullous or
mouth ulcers + conjunctivitis (1.7%).
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Table 3.3: The drug induced SJS and TEN syndrome

STT Drugs n %
1 Allopurinol 13 21.7
2 Thuoc dong y 13 21.7
3 Tegretol 12 20.0
4 Cephalexin 3 5.0
5 Ciprobay 500mg 3 5.0
6 Biseptol 480mg 3 5.0
7 Paracetamol 2 3.3
8 Vitamin 3B 2 3.3
9 Furosemid 2 3.3
10 Alphachymotripsin 2 3.3
11 Amoxicillin 1 1.7
12 Ampicilin 1 1.7
13 Zinnat 1 1.7
14 Cefdinir 100mg 1 1.7
15 Ceftriaxone 1 1.7
16 Cephaclor 1 1.7
17 Ceftazidime 1 1.7
18 Tavanic 1 1.7
19 Efferalgan 1 1.7
20 Colchicine 1 1.7
21 Haloperidol 1 1.7
22 Lamotrigine 1 1.7
23 Plendil 1 1.7
24 Amlordipin 1 1.7
25 Dopegyt 1 1.7
26 Pantoloc 1 17
27 Medexa 1 1.7
28 Vitamin B1 1 1.7
29 Vitamin C 1 1.7
30 Vitamin E 1 1.7
31 Acetylcystein 1 1.7
32 Creams burns 1 1.7
33 Cloroxit 1 1.7

Tong 60 100.0
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There are 33 drugs were identified as the cause of allergies, the most
common blood uric acid lowering drug allopurinol proportion of
21.7%; traditional medicines accounted for 21.7%; followed by anti-
seizure medication Tegretol accounted for 20.0%. Less common drugs
such as cephalexin, ciprobay, biseptol, paracetamol,...

3.2. Clinical Features

Table 3.4: Characteristics of patients SCORTEN index SJS and TEN

. SJS (n=52) TEN (n=8) Sum

Point n % n % n % P
0 12 23.1 0 0.0 12 20.0
1 24 46.2 1 125 25 417
2 12 23.1 4 500 16 26.7
3 4 7.7 2 25.0 6 10.0
4 0 0.0 1 12.5 1 1.7

Sum 52 1000 8 100.0 60 100.0

Medium 1.2+0.9 24+09 13+1.0 <0.001

The index is 1 point SCORTEN highest proportion of 41.7%, followed
by 26.7% 2 points. SCORTEN of TEN patients accounted for 87.5% >
2 points higher than the 30.8% SJS (p < 0.001). SCORTEN average
value of the patients was 1.3 + 1.0 study points.

Table 3.5: The systemic symptoms of SJS and TEN patients

SJS (n=52) TEN (n=8) Sum p
Symptom n % n % n %
Itching 51 981 8 100.0 59 983 >0.05
Skin irritation 48 92.3 8 1000 56 93.3 >0.05
Cough, sore throat 46 885 8 1000 54 90.0 >0.05
Headache, dizziness 33 635 7 875 40 66.7 <0.05
Goof 28 538 6 75.0 34 56.7 <0.05
Temperature 26 500 6 750 32 533 <0.05
Dizziness, irritability 19 365 7 875 26 433 <0.01
Photophobia 13 250 5 625 18 30.0 <0.05
Nausea, vomiting 12 231 3 375 15 250
Dyspepsia 3 5.8 2 250 5 8.3
Shortness of breath 3 5.8 1 12.5 4 6.7
Stomach ache 3 5.8 1 12.5 4 6.7
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Itching having the highest rate was 98.3%; accounted for 93.3% of
skin irritation; cough and sore throat 90%; headache, dizziness, 66.7%);
difficulty in urinating 56.7%. Shortness of breath or abdominal pain are
very rare (6.7%). Temperatures average temperature of the patients was

38.6 + 0.5 research degrees.
Table 3.6: Skin lesions of patients with SJS and TEN

Symptom SJS (n=52) TEN (n=8) Sum 0
n % n % n %

Skin lesions

“shaped beer shot” 46 835 4 500 50 833 <0.05
Blisters 52 1000 6 750 58 96.7 <0.05
Bullous 37 712 8 1000 45 755 <0.05
Purpura 52 1000 8 100.0 60 100.0 >0.05
Skin ulcers 36 692 8 1000 44 733 <0.05
Nikolsky (+) 6 115 8 1000 14 233 <0.001

All study patients had skin purpura. The rate is 96.7% having blisters;
skin lesions “beer shoot formation” is 83.3%; bullous was 75.5%,
73.3% skin ulcers. There are 23.3% of patients with Nikolsky sign (+).
TEN patients with symptomatic bullous, skin ulcers met at a rate 100%
higher than the SJS patients (p < 0.05). SJS patients with skin lesions
“beer shoot formation”, blisters with a higher proportion of patients
with TEN (p < 0.05). Nikolsky sign (+) in patients with TEN is 100%
higher than SJS patients was 11.5%. Difference was statistically
significant with p < 0.001.

Table 3.7: Damage to the lining of the cavity naturally

Symptom SJS (n=52) TEN (n=8) Sum 0
n % n % n %
Eye injuries 40 769 8 1000 48 80.0 >0.05
Mouth ulcers, throat 51 98.1 8 1000 59 983 >0.05
Genital ulcers 28 53.8 6 750 34 56.7 >0.05
Nasal ulcers 6 11.5 5 625 11 183 <0.01
Sore ears 5 9.6 5 625 10 16.7 <0.01
Anal ulcer 5 9.6 6 750 11 183 <0.001
The number of 2606  48+13 29+10 <0001

natural cavities hurt
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Highest encounter rate is 98.3% occupied throat mouth ulcers, eye
damage followed by 80%, 56.7% of genital ulcers. TEN patients hurt
the eyes, mouth and throat, genital SJS higher (p > 0.05). The number
of natural cavities average damage of the patients was 2.9 = 1.0.

3.3. Features subclinical

Table 3.8: The hematological indices, CRP

. SJS (n=52) TEN (n=8) Sum

Indicator = % = = % p
The number of
erythrocytes < 3.8 x 10*%1 9 173 0 00 9 150
Hemaoglobin < 110 g/l 10 192 O 0.0 10 16.7
The number of leukocytes
> 10 x 1071 22 423 2 286 24 407
The number of leukocytes
<4x 10 3 58 1 125 4 6.7
Polymorphonuclear
leukocytes > 70% 26 500 1 125 27 450
Platelet count <100 x 1071 6 115 1 125 7 117
CRP > 5 mg/l 47 904 7 875 54 90.0 >0.05
The average CRP(mg/l) 54.0+50.6 63.1+89.2 552+56.2 >0.05

Patients with decreased blood accounted for 15.0% erythrocytes,
hemoglobin decreased 16.7%. There are 40.7% of patients have an
increased number of white blood cells, including polymorphonuclear
leukocytes increases accounted for 45.0%, less frequent low white
blood cell count (6.7%). There are 90.0% of study patients responded
CRP > 5mg/l. The average value of CRP in patients was 55.2 + 56.2

mg/l.
Table 3.9: The blood biochemical indicators of SJS and TEN patients
SJS TEN sum
Indicator (n=52) (n=8) p
n % n % n %

GOT > 40 UI/1/37°C 31 596 3 375 34 56.7

GPT > 41 UI/I/37°C 26 500 2 25.0 28 46.7

Glucose > 6.6 mmol/I| 19 365 6 750 25 417 <0.05
Uric acid > 420 umol/I 17 327 2 250 19 317
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Cholesterol > 5.2 mmol/I 10 192 2 250 12 20.0
Triglycerid > 2.3 mmol/I 14 269 1 125 15 250
Ca”" < 1 mmol/l 1 19 0 00 1 17
K*> 5 mmol/l 1 19 0 00 1 17
K*< 3.5 mmol/l 14 269 0 00 14 233

Highest encounter rate is increased GOT than normal value
accounted for 56.7%, 46.7% increase GPT. GOT average 63.2 + 70.3
UIN/37°C and GPT average 74.3 + 127.5 UI/I/37°C. Percentage of
hyperglycemia 41.7%, 31.7% increase blood uric acid. Lipid
metabolism disorders just met at a rate of 20 - 25%. Changes in serum
electrolytes mainly K* < 3.5 mmol/l is 23.3%.

3.4. Histopathological Features
Table 3.10: The epidermal lesions of SJS and TEN

SJS(n=52) TEN(n=8)  Sum

Damages n % n % n % P
Epidermal Necrosis 48 923 8 100.0 56 933 >0.05
Epidermal necrosis whole 32 615 8 100.0 40 66.7 <0.05
Epidermal necrosis 16 308 0 00 16 267
scattered
Epidermal thickness 4 846 8 1000 52 867 >005
unusual
Dander is not normal 37 712 8 1000 45 75.0 >0.05
Can catch pink uniformin - a5 695 g 1000 44 733 <005
the epidermis
Degeneration of the basal 4, g5, 7 g75 54 900 >005
layer of liquid
The phenomenon of 20 558 5 625 34 567 >005
isolation spikes
Foam cells 14  26.9 4 50.0 18 30.0 <0.05
Bullous below the 40 769 8 1000 48 80.0 >0.05
epidermis
In epidermal bullous 14  26.9 0 0.0 14 233

There are 93.3% of patients with necrotic lesions epidermis,
epidermal necrosis which is 66.7% full, scattered necrotic epidermis is
26.7%. Epidermal thickness unusual proportion of 86.7%, abnormal
stratum corneum 75%. Can catch pink uniform 73.3% in the epidermis,
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the basal layer of liquid degeneration is 90%, 56.7% phenomena glass
spikes, 30.0% foam cells. Bullous appear in all patients, epidermal
bullous below 80%, 23.3% in the epidermis.

Table 3.11: The lesions in the mesoderm layer of SJS and TEN

SJS (n=52) TEN (n=8) Sum
n % n % n % P

Damages

Mesoderm agricultural

edema 15 288 3 375 18 30.0 >0.05

Infiltration of
inflammatory blood
lymphocytes surrounding
mesoderm farm

52 1000 8 100.0 60 100.0 >0.05

Intrusion
polymorphonuclear 3 5.8 2 250 5 83
leukocytes

Infiltration of eosinophils 5 9.6 0 00 5 83

All study patients are invading inflammatory cells around the blood
lymphocytes of agricultural mesoderm. 30% of patients with edema
secondary agricultural packaging, penetration rates polymorphonuclear
leukocytes and eosinophils same (8.3%). There were no differences in
the vulnerability of the mesoderm layer between SJS and TEN patients.
3.5. Features immunohistochemistry

H Negative HPositive

92% 73% 100%

CD3 CD4 CD8
Graph 3.1: Expressing antigens CD3, CD4 and CD8

CD8 antigen imprint appears on all skin lesions of patients with SJS and
TEN (100%), the arrival rate is 92.0% CD3 markers; CD4 is 73.0%.
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EWeak ®Medium = Strong

CD3 CD4 CD8

Graph 3.2: The level of expression according to the number of cells
Imprints of CD3 expression level of the most powerful high

percentage of 43.6%, 30.9% moderate and 2.5% weaker. CD4
expression level of 84.1% is mostly weak, medium and strong 13.6%,
2.3%. CD8 expression uniform in all three levels, including having the
highest rate at 38.3% moderate, weak 35% and 26.7% strong.

mLittle ®Medium ®Many

CD3 CD4 CDS

Graph 3.3: The level of expression according to the staining
Imprints CD3 staining has the highest proportion of 61.8%, at

27.3% and 10.9% more. Imprints of CD4 staining is primarily at 93.1%.
Imprints of CD8 staining has the highest proportion of 45.0%, at 33.3%
and 21.7% more.
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Table 3.12: Distribution of values expressed CD3, CD4 and CD8

SJS (n=52) TEN (n=8) Sum

Antigen Sum Medium Sum Medium Sum Medium

CD3 962 185+134 113 14.1+94 1075 179+13.0 <0.05

CD4 238  4.6+55 18 23+18 256 43+52 <0.05

CD8 783 15.1+99 89 11.1+94 872 145+98 <0.05

Value expression of CD3 was 17.9 + 13.0 cells/campus, was 4.3 £ 5.2
CD4 cells/micro cases, 14.5 + 9.8 CD8 cells/ campus. Value expression
of CD3, CD4 and CD8 in patients with SJS higher than TEN (p < 0.05).

E Epidermis ™ Mesoderm Dermis

CcD3 CD4 CDSs Sum

Graph 3.4: Distribution according to histological manifestation skin
Cells expressing CD3, CD4 and CD8 concentrated in the mesoderm

layer with the corresponding rate was 62.7%; 77.3% and 58.0%. The
overall rate of 3 mark in mesoderm antigen was 62.6%, epidermis
37.2% and dermis 0.2%.

Chapter 4: DISCUSSION

4.1, Characteristics of study patients

4.1.1. Age and sex

The results of our study showed that the syndrome SJS/TEN due to
drug allergy occurs in all ages, the patient was 11 years old minimum
and maximum is 79, average age 47.3 £ 15.8. See most age groups from
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60 years of age accounted for 23.3%, the lowest group < 30 years of age
accounted for 15%. In 60 patients we studied 30 male patients and 30
female patients.
4.1.2. The reason for hospitalization of SJS and TEN patients

The study results showed that most patients were hospitalized for at
least two reasons, which reason erythema + oral ulcers accounted for
the highest proportion of 38.3%, followed by erythema + bullous rash
on the skin 15,0%, erythema + itching skin rash 15.0%. It is less
common in patients hospitalized because of erythema + genital ulcers,
bullous or mouth ulcers + conjunctivitis 1.7%. Thus the symptoms of
erythema primarily in hospitalized patients, 53/60 patients accounted
for 88% of the patients studied.
4.1.2. The drug allergy

The results of our study showed that 33 drugs were identified as the
cause of allergies, the most common blood uric acid lowering drug
allopurinol 21.7%; traditional medicines accounted for 21.7%; followed
by anti-seizure medication Tegretol accounted for 20.0%. The
remaining drugs such as cephalexin, ciprobay, biseptol, paracetamol, ...
there is a very low rate. The results of our study are similar Pham Thi
Hoang Bich Diu and some other authors.
4.2. Clinical Features
4.2.1. Assessment of disease severity index through SCORTEN

Our results show patients SCORTEN point average of 1.3 + 1.0
points, 1 point which SCORTEN highest percentage, 41.7%, followed
by 26.7% 2 points. Thus the majority of patients in our study group had
mild degree according SCORTEN scale. Our result is similar to the Min
- Suk Yang found in 36 patients with SJS/TEN with 36.1% have
SCORTEN from 0 - 1 points, 2 points is 41.7 %, 16.7% and 3 points
5.6% from 4 - 5 points.
4.2.2. The systemic symptoms of SJS and TEN patients

Early symptoms after patients taking drugs such as itching, rash,
fever, ...these symptoms can last throughout the patient until the patient
was cured. These are also the symptoms of this nature only signaled for
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a subsequent clinical picture of drug allergy. The results of our study
showed that patients with SIS/TEN with itching met with the highest
rate was 98.3%; followed by skin irritation accounting for 93.3%. 90%
of patients with SIS/TEN of us have a cough and sore throat before
appearing mucosa lesions from 2 to 3 days. There are 53.3% of patients
with symptoms of fever, mainly appear in the first days of
hospitalization, the disease is common in patients with SJS than TEN.
There were 66.7% of the study patients had symptoms of dizziness
headache.
4.2.3. The skin lesions of patients with SJS and TEN

The patients in the study had skin lesions “shaped beer shoot”
percentage of 83.3%. However, most of these are “atypical form of beer
shot” centered bullous hemorrhagic necrosis or inlaid dark and
surrounded by a paler red inlaid center. Blisters on the skin also met
with high rate 96.7%, especially in patients with SJS is 100% and 75%
met at TEN (p < 0.05). In our study, the vesicular and bullous first time
in, then hemorrhagic manifestations. In the majority of patients with
SJS/TEN, bullous lesions stretch, stretch, but some do not tremble.
Purpura lesions on the skin seen in all patients of our study.
4.2.3. Damage to the lining of the cavity naturally

Photo highlights of oral mucosal lesions of patients with SJS is lip
mucosa ulceration, crusting more thick dark red, scaly skin including,
serum and erythrocytes. TEN patients, oral mucosal lesions and throat
ulcers, ulcers entire surface of the tongue mucosa causing acute pain
when putting food in your mouth. In these patients, the nutrients can not
be made orally, but mainly by the infusion. The majority of patients had
lesions TEN most natural cavities, mouth and eyes which are vulnerable
position heaviest. The results of our study showed that 98.3% had
mouth ulcers and throat, 80% had eye injuries, 56.7% of genital ulcers,
sore nose and sore anus met with equal proportions of 18.3%; ear canal
ulcer 16.7%.
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4.3. Features subclinical

The index formula of blood and blood biochemical changes
underlying much reduced rate accounted for 15.0% of blood
erythrocytes, hemoglobin decreased 16.7%. There are 90.0% of study
patients responded CRP > 5 mg/l. The average value of CRP in patients
was 55.2 + 56.2 mg/l. Biochemical indices encountered mainly GOT
rate than normal value accounted for 56.7%, 46.7% increase GPT,
mainly in moderation. Changes in serum electrolytes mainly K* < 3.5
mmol/l is 23.3%.

4.4, Histopathological Features
4.4.1. Damage to the epidermis

- Epidermal Necrosis: 93.3% necrotic lesions epidermis, epidermal
necrosis which is 66.7% full, scattered necrotic epidermis 26.7%.

- Change the thickness of the epidermis: the majority of patients in
the study had a thickness of epidermis has been altered, accounting for
87.6%. The change in thickness of the epidermis mainly due to
degeneration, necrosis of epidermal cells, degeneration of the basal
layer of liquid glass and barbed phenomenon. Our results 90% of
patients with degenerative loose bottom layer.

- Change the stratum corneum: 25% of the patients studied had
corneum in normal state. Most of the stratum corneum were deformed
or atrophy of Bangladesh, prepared desquamation, forming the new
stratum corneum due to continuous degradation of keratin cells.

- Bullous lesions: occur in all patients, including epidermal bullous
lower proportion of 80%, in the epidermal bullous 23.3%.

- The phenomenon of isolation spikes in the epidermis: 56.7%
appeared in histopathology specimens skin. Separated thorns is
phenomenal loss of squamous cell adhesion together by degeneration of
cytoplasmic bridges, creating blisters, epidermal bullous.

4.4.2. Features lesions mesoderm layer

Histopathological lesions in the mesoderm layer is very poor. Photo
highlights of mesoderm is hurting all patients with inflammatory
infiltration around blood lymphocytes of agricultural mesoderm. 30% of
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patients with edema agricultural mesoderm. Very rare pictures intrusion
polymorphonuclear leukocytes and eosinophils in the skin lesions, each
accounting for 8.3%. Dermis there was no damage.

4.5. Features immunohistochemistry

4.5.1. The rate and extent of expressing antigens CD3 , CD4 and CD8

CD8 antigen imprint appears on all skin lesions (100%), the arrival
rate is 92.0% CD3 markers; CD4 is 73.0%. Thus, even in patients with
severe or mild disease severity, the CD8 appear with the highest
frequency in the 3 mark antigen.

4.5.2. On the level of expression

* Through the number of cells staining positive for yellow - brown
in 3 degree weak, medium and strong: expression of CD3 is the most
powerful, CD8 and CD4 inadequate at low level.

* Through the degree of staining of positive cells in three lesser
degree, and more just: CD3 staining is strongest, CD8 and CD4
inadequate at low level.

4.5.3. Value expressing CD3 antigen, CD4 and CD8

The study results showed that the total number of CD3 - positive
cells was highest in 1075 cells, then to CD8 cells is 872, the lowest is
256 CD4 cells. Value expression of CD3 was 17.9 + 13.0 cells/campus,
was 4.3 £ 5.2 CD4 cells/micro cases, 14.5 + 9.8 CDS8 cells/campus.
Thus, the value of CD3 expression is strongest, followed by CD8, CDA4.
4.5.4. Expressing CD3, CD4 and CD8 on the histological grade
leather

Our results show that the antigen markers largely concentrated in
the mesoderm layer, then to the epidermis and almost no in the dermis.
The ratio appears CD3, CD4 and CD8 in the mesoderm layer,
respectively, 62.7%; 77.3% and 58.0%. Payoffs 3 antigen markers in
the mesoderm layer is 62.6%, epidermis is 37.2%.
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CONCLUSION

The study on 60 patients diagnosed with SJS and TEN syndrome due to
drug allergy, including 30 males and 30 females, aged average 47.3 +
15.8, we would like to draw some conclusions as follows:

1. Clinical characteristics, subclinical

* Drug allergies are common in blood uric acid lowering drug
allopurinol, oriental medicine, anti - seizure medication Tegretol.

* The clinical features are varied and plentiful:

- The systemic symptoms: itching is 98.3%, 93.3% skin irritation,
cough and sore throat, 90%, 66.7% headache, dizziness, difficulty in
urinating 56.7%, ...

- The skin lesions: skin purpura 100%, 96.7% blisters, skin lesions
“shaped beer shoot” 83.3%, 75.5% water bladder, skin ulcers 73.3%.
Nikolsky sign (+) in 23.3%.

- The mucosal injury natural cavities: 98.3% throat, mouth ulcers,
eye damage 80%, 56.7% of genital ulcers, sore nose and sore anus same
rate of 18.3 %, sore ears 16.7%.

Most lesions of patients with TEN clinical manifestations are more
severe SJS patients.

* Features subclinical: there is not much change level. 16.7% met
anemia, thrombocytopenia 11.7%. 56.7% growth rate GOT, GPT is
46.7%, 41.7% increase glucose, blood uric acid increased 31.7%.

2. Characteristic histopathology and immunohistochemistry
2.1. Histopathological Features

Histopathological lesions of SJS and TEN patients is kind of
epidermal lesions (93.3%) with the image the entire thickness epidermal
necrosis began forming a layer of pink uniform thickness loss epidermis
(86.7%), bullous form under the epidermis (80%) or in the epidermis
(23.3%), with the bottom layer of liquid degeneration (90%) and can
catch pink uniform epidermal - can civatte (73.3%), may have the
phenomenon glass spikes (56.7%) and the phenomenon of foam cells
(30%). Mesoderm layer hurt no more inflammatory infiltrate mainly
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lymphocytes of the blood vessels around the farm mesoderm,
endoderm, mesoderm can see farm edema. No images found damage
the dermis.
2.2. Features immunohistochemistry

- The proportion of lesions appear on the skin: 100% of CD8, CD3
was 92.0%, 73.0% CDA4.

- The level of expression: markers CD3 antigen expressed strong
CD4 and CD8 expression has weak expression.

- Value expression: the highest value CD3, CD4 and CD8 then
come. SJS patients have values expressed higher antigen markers TEN.

- Distribution expression: CD3, CD4 and CD8 concentrated mainly
in mesoderm is 62.6%, 37.2%, and the epidermis is the dermis 0.2%.
The highest values expressed in the mesoderm, then to the epidermis
and dermis.

RECOMMENDATIONS

1. Be careful when using these drugs have a high incidence of
allergies, such as allopurinol, carbamazepine. Also need further study of
genotype closely related to these two drugs: HLA - B*5801 and HLA-
B*1502 in patients with Vietnam in particular and Asia in general
community.

2. Additional mechanisms of molecular pathology of SJS and TEN
syndrome mechanism is mixed with the participation of many
components, including CD8 important role in the mechanism of
epidermal cell necrosis.

3. If the conditions of funding allows, based on the clinical situation
should do more technical histopathology and immunohistochemistry
(CD3 antigen markers, CD4 and CD8) on the skin lesions have
puffiness state of SJS and TEN syndrome caused by allergy to add
value to the diagnosis and prognosis of treatment for patients.



