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Summary Back& A n ~ l o ~ s t u r t g o f s e ~ e m c u C a n e w s ~ d r u g r e a ~  
( ~ ) i n ~ h a s n o t b a e n r e p o r t e d  
A h &  TocsChmt8thefn~ofSCADRs hadtydMridofChba. 
hMhad& A -ve st& was prhmed  in Petlng University Third Hospital, 
h & h o & ~ i n f X a M i a n ~ B e d ~ w i t b a b a t o ~ w a r d . T b e m e d i c a l  
reads oflapatients with SCAD88 irom January 1994 to-h 2002 were studied. 
h m h  The p d e n m  rates for overall SCAD&, Stevens-John @me (W), 
exfolkthe dennatrtls (ED), toxk ep8d.yd necdysls ClXNl. and drug reaction wlth 
ednophilia and gystemic symptom (DRBSS) ammu h- patients were 0.32. 
0.15, 0.10, 0.04 and 0.07 per thowand, m p h d y .  The &kofSCADRs&om 
temic dmgs among h o s p h b d  patient# was 0.03/1000 (0.02/1000 for SJS, and 
0.01/1000 for BD and DRESS). The m p k d  hddma of SCAD& in Haidan dhWd 
was not lexs than 1.8 per million pwn-yeam. The & I n d W  of ED, SJS, TIN 
and DRIES in Haidan dktxict was not less than 0.6, 0.8, 0.05 and 0.4 psr minion 
peww-ye=, -. The mmt mmmon underlyhg disorders were infection, 
patn-dated ham and epilepsy. AntIbioth wect thE ma$ common 0B-g h@ 
fohed  by wnkmrmlsants and b d k b d  Chhse medicine8 0. 
CmuIudop& These results co&m the relatidy low incidence of SCADRs in m a .  
A n W o b ,  m t l c o n ~ t s  a d  TCM are the mo& common cawdive -. 

Introduction 

Severe c u m u s  adverse dmg reacthm (SCADRs), 
such as to* epidermal maolysls (TKN) and Skvem+ 
Johnson syndrome (SJS) am Wthmbnhg ad- 
drug reactions (AnRs) and have h n  i n t e d d y  
studied'-s Hypmediv i ty  syndmm, also cdkd drug 
eactlon with e o ~ ~  d sy&mic llymptoms 
~ ) , i s a n e w t y p e o l A D T t a n d a l s o ~ e d a  
SCADR.~ !rh reported % IS h u t  1-3 per 

milRon perswn-yeam !ix SJS and 0.61.4 pm million 
~-~ hr ~ . * 5 , 9  

China i s  the hrg& develophg in tb world. 
with tk Impvtmmt in h h g  Cunditlm a d  haease 
i n l b e x p e c t a n c g , C h i n e ~ ~ a l a r g e ~ ~  
of pl-thl drugs. To our knowledge, howevm, 
an epidemIologhl study d SCAD& In China has not 
been reported. Although in recent years, the Chin- 
g ~ h a s ~ ~ l a w s a n d ~ t o  
those of the IIS Food and Thum requi- 
ring m-, healthcare pofasionals and con- 
muem to @ ADRs, maay AD& may not k 
# d g l y .  It was rqmhd that in 2005, 
t h e a n n n a l A D R ~ i n C h l n a w m l m t h a n 6 0 ~  
milllon people and that most of the mrts were h m  
healthcare prohsbds, with very few from phanna- 
ceutlcal Oomp&a.'O A study on the howledge of ADR 
reporttng In Chha among health- pmfe&onab 



showed that they had little Imowledga ofthe basic ADR- 
~prmaw.Themalnreasmsfwundsr-reporflng 
wereFeaartedtofactorsonthereportlng~Il&ost 
~ ~ a l s d l d n o t k u o w t h e ~ o f  
related cdma and how to obtain the fomm" 
In Chhm drug-* ddiattve (Ell) Q 

ah~a$CADR.DRES?3,however,,isstlllnew 
t o m a n y C h i n e s e ~ a u d O n o t ~ ~ d  
Because of the huge population in C b a ,  and the 
w h r a  large nnmkof  SCADRs, wedmmdit 
n e c e s s a r g t o ~ t h e ~ l o g y o r S C A D ~ i n  
China. 

I n ~ i n v e d g ~  a ~ v e ~ o f a l l  
h a ? p i t d ~ o f S C A D R t ? I n o u r h o ~ ~ t h e  
years 19962002 waar condwtd The alms d this 
study w m  to: (i) eshate the indd8Im of SCADRS in 
Wa; (ii) the ckadedd ia  d pafimta with 
SCADk (M) evaluate the u l l k b g  dissass fastIFyfns 
theuseofmedh~audlden~thscauatimdmp 
for SCAD&, and (b) d h w  the preventability of 
SCAD& 

Sub jm and methods 

AU w t s  were h m  Pekhg U M t y  Third Hospital. 
the Wggest h p h l  In HaidIan dIstrkt, WJtug kom 
January 1994 to December 2002, This ha@tal is a 
lOO&bed teaching hospital and is the only haWd in 
HaIdian dbtrict with a htolw ward, 

A -we study was perihtd.  The medical 
m c d ~  dallpatlents with SCAD* m m b t d  a d  
~ l n c l ~ c r i t % t . l a w e r e : S C A D R s ~ n s i b l e  
for hoqhbtion a d  SCAD& b e l o p d  during hoe- 
pi-oa. 

~ n o f A D R r m d ~ o f ~ ~ ~ ,  An 
A D R w a a d h g n d a a m d i n g t o t h e W d H e a k h  
Urgmhtbn deflnttfon. This hcI& any noxious, 
llntntendedaudddrdektofadrug,whichwmrs 
at doses used In humans for prophylaxis, diagno& or 
thmpy." 
The causatkve drug for SCAD& were idenMd 

amxdhg the fobwing c r h h I 3 :  (1) pceviow e q d -  
ence oE SCAD& on a given drag, (il) tlme ol evmts 
(readions d h a  than 2 months & the use of 

h g ) ,  (a) other ( tv~ 
de&ahge (a reaction is d k d y  t0 be drugdated if 

~ ~ J S c A D R s m d ~ c r t t G r l a ~ t a f s ~ ,  
!XADRB in&M TEN. SJS. BD and DRBSS. To diagnose 
SCAD-, the skln combion had k t  to be d e h d  as an 
A m  S p c i k  tgpes of SCADRs were diagnosed word- 
ing to standard * a d  hratwe.=.l3 
m was dtagmsd acmdng to the following 

d m k  (I)buUaeordomcoveEfng30%0rmoreof 
the body m&ce or involving three separate anatomical 
&om: (ti) I d h e  d m h p h g  on an ewthmmtons b w  
{iii) WoIlS m m m h g  on mamfld ddJx 
[iv) p h g  of arens d skh tban 300 mm2; 
(P) kcqumt Involvemalt of m u m  membranes; 
(vi) appmmce of tmdernes8 within 48 h of the onset 
of the rash: (a) m e  Mkolski sign: (viii) fever: and 
(ix) -1qgy cmpzttble with d r a g - i n d d  m. 

SJS WIW acoordtng to the f o b v b g  cclterh 
(1) atJrpacal bamt-ue h i o w  (ti) pasme ~ikcddd am 
(H) hmlvement of at kmst two mflcow membranes: 
(iv) fever; md (v) M o g y  compatible with SJS. Based 
on our defldtlw, some SJS-TEN overlap may k 
included in this gmnp.13 
JD was dtagmd based on: (i) gmmdzad 

and mebg (&&ma) involving 90% ~ r r  more of the 
sgIn surfaca; (tl) mxxhg, r m h g  ia dotilt% and 
~ ~ g t o L h e ~ a n d a n u n p ~ s ~  
(iii) scaling 2-6 days afkr the onset of mythma, as h e  
flakes or large sheets; and (iv) Blstolom compatible with 
drug-hduoed m. 

DRFlSS was dia@ b a d  on the cllnical pmmta- 
tionof: (i)femq ( i i ) e x b d v e s k h r a d l b ~  5 daya or 
more; ( i )  ininternal organ idammatioa. (Ifper, lddneg. 
m d ,  lung, brdu and heart); (iv) lymphadenwth~ 
and (P) haematohglcal abnomdtlm @ypmmho- 
PW or of atgpiEd $ m ~ h m ) *  

StaMstW &sk Inddena rates wsre calcutated h 
the daw de&d in our hospitaL Data were tabulated 
w a M m a d t  Excel spreadsheet, and &Wal  analysis 
a ~ g t h e ?  test. 

The proportion of h o s p i ~ o n  due to SCAD& 
among h o q I W  patients was dculated by dtvfdlng 
the numbar of addsdorn due to SCAD& by the total 
admisslorn during the study &od. The rlsk of SCADRa 
in h~~ patlenhP was calculated b~ number of 
newly M o p e d  SCADRs in hosphbd palienix- dlvi- 
ded by the btal numk d h o s p i ~  mn-SCAI)lZs 
patlenb durfng the study time. The prevalence rates of 
SCAD& among heqdtabd patlenCs were calculated by 



~ d l e t o t a l n n m b e r o f S C A D R s i u ~ ~  
d ~ t h a s t & p e E i o d b y & @ t o t a l M m b e r o f  
h o s p ~ ~ t s t n t h a t p e r i o d ~ , ~ r e p o f t e d  
~ r a t e s o f S C A D b h ~ ~ w e r e  
&hated b W n m k  of SCADTts d h g m d  among 
ldd&aubobFTald ia f imWbythesEandard  
mmberofjnhabI~binHaediandistriet,~tlp~try 
the number of yeam iavdQated 

Tho proportions of hoaplhlbatlons due m SCAOttr 

rnnonsr-wpatl- 
D u r i n g t h e s t u d p ~ 1 5 3 9 6 6 p a t l e n t s w e p e ~ t  
h i t o h  WtaL There were 247- addwed to 
the h a  dw to cutanmu AD& {CAD-), of whlch 
4 6 ~ w e x e S C A D R a T h e p r o p a t I a a o f ~ -  
t i o n s d w t O a l t C A D R s a m o n g b p I ~ p a ~ w a a  
1.6/1000, The prvpmlhn of hmpMWtbna due to 
SCADRs among hmplhkd patiem& was 0.3/1000. M 
thm patients, 20 patients had SJS, 15 had ED and 6 
had TIIN. There were nine ofDR3SS diagmsed, of 
* r o u r ~ p e d ~ o t h € r S C A D R s ( t w o w e r e  
S J S - D m  werlep, one wuld be a h  dhgmmd as TEN, 
a d  the other could a h  ln3 diagnosed as ID). The 
~ o f h a s p W h t h a d u e t o S J S , E D , T B N a n d  
DRESS among haq&bd paUents were 0.12, 0.10, 
0.04 a d  0.06 p thousand, rttqechely. 

D o r I n g t h e s t n d y p e r i o d s , E w r p a t l e n t s ~ f o r  
o t k ~ d e v e l o p e d S C A D R s h m ~ d r u g s  
wh0etnthehmpital;threehdSJSandtbeotImED. 
Ona p t b d  with SJS couM be a h  diagnosed as DRESS. 
The rI& of SCADRg h dm@ among ~~ ptlents waa 0,03/1000 (0.02/1000 for 
sys, o,oi/rooo hr m and DRESS). 

Tho prsvalenoe rater of SCAMlr among m i r e d  - 
During the stady period the total number of CADRs 
hund in the hospktal was 251 (247 PatJents W t t e d  
for CADh and 4 newly developad c a w  of SCADRS). 
The cl&s$f8calions of CADRs are shown in Table 1. The 
t O t a t M m b e r o f S C A D I l s ~ 5 0 ( 4 6 ~ ? s ~ # e d  
for SCADRs and 4 newly developed SCADRs) including 
23SJS, fBED,  6TENand 10DlWS (5 catxsofDRESS 

with 0 t h ~  SCADRs). The aobal number of 
ho@bbd patients was 153 966. The pmdmce rates 

Clinical dasdfication (n = 251) a n !%I 

Emthema 120 (48) 
Urticaria 31 (12) 
Erythema rnullifofm 29 (12) 
$15 23 ($1 
w 16 (6) 
Fwd tw 12 M 
V d i t i r  I0 (4) 
DRESS* 10 (4* 
TEN 6 0  
M e n  plan~ls type 2 (1) 
Eumla 2 (1) 

* A U a f ~ d b e a h ~ a s o t h e r C A D T t s ( 3 S f S ,  IlW, 
l ~ a n d 5 ~ ) . C A D R ~ ~ d m g ~  
~ a e v e r t c u ~ i l s ~ ~ ~ s J s , ~  
J o h u t m ~ ~ B D , - ~ m , - e l r l d a m s l  
----&-and- 

for o d  SCADRs, SJS, ED, TEN and DRESS among 
h~~ patients ars~a 0.32, 0.15, 0.10, 0.04 and 
0.07 per thousand, -ye@. 

T h e ~ ~ ~ n i n ~ ~ w ~  
2 191 813. During the study p a i d ,  35 cases of 
SCADR3 were inhabitants of Hawan dim& Co* 
ing that some pam wlth SCADRs from IIatdlan 
district mlghb not be admMed to oplr hospital, we 
estfmat#d that tlle reported fnddence of SCADEts in 
Hahhn  met was not b than 1.8 per million 
person-ym (see above br method for dcdatlon). 
Among the paltenis, tbm were 11 patlent8 with ED, 
16 wlth SJS ernd 2 withTEN. Thereewe, the rsported 
i n d d e n c e o f ~ , S J S d T E N f n H a W a n ~ w a s n o t  
less than 0.6, 0.8 and 0.05 per d o n  pmn-flats, 
~ v e I y . B i g h t c a s e s d D ~ m L n n d : t h r e e o f  
them overlap& with otbes SCADEls (one with ED, one 
wlth SJS md one with m. We &ted the reported 
I n ~ c e o f D R B S S i n H a l d i a n ~ w a s n o t l e s s t h a n  
0.4 per million person-years (m above Tor method for 
-1. 

Age and gender of pati- wId~ SC4DRs 

Mean age f shndard deviation of the S W X s  
patknts wasr 40.0 f 20.0 yeam (range 15-86). Most 
pimtisats were in h e  age mgss 2140 and 61- 
70 yeam Tim malt: : female ratio wms 1.2 (28 : 24). 
There wexu more male with 3D (12/16, 



75.0%) d more h a l e  ptkntsr with SJS (15/23, DREGS. Carhtmuwqq was u d  fn seven -ts, but 
65.2%) (P < 0.05, 2 test). o a l p o n e p a t h t h a d ~ . ~ o t h e a a $ r ~  

two p a w  with &, two wllh headaches, 

Cau- dnqs and the uddylng dkasm lurtify3ng 
we with chat palu and one wlth h c h b  TCM and 

~ u r e d d ~  
phengtofn were wed 6or the other hoo paUents who 
-mmbw. 

& o w n h T a b l e 2 . ~ m a e s t e o m m o n ~ ~  mpatimtalnciudingthreearlthTBN,twowIthSJS, 
~ p a t n - * t e d ~ d ~ . ~  o n e w f t h B D , a n d o n e ~ ~ ~ . T h e r e f o r e ,  
comprised 56% (28/50) oialldkwaw, 16% (8/50) TCMmmtherapy~tedbrtarocasesr(l3%)ofHD, 
were pain-rdated dhmw and 6% (3/50) of mm- w m  two - (9%) of SJS, three casts (50%) of TEN and we 
epllepy. Of the 28 InkAIons, 20 (71%) were uppr case (10%) d DRBSS. W M  was also -tly wed 
mpimtorg bet Infections. Most w6re h a k d  with with mllibi- and other drugs. The iug?dbk3 of 
anthiobi, and some patlenta wem given two w more TCM used fn &ma of the seven palimb w e  u d m w n ,  
d o i i w  simnlhneously. Anfourpatients were admhi&dadiEmnttype.d 
The dpable drugs are shown b Table 3. Antibiotla TCM. PaW Chon& and ShiWoq Pian were used iu 

were the most common drugs, hlhwed by one p t b t  for rsnalHthlapln Femghanganutao Chongtr 
~ ~ t s  and t r d t l d  Chinese medlcfne was~iuaMtherpathtfortheewnmoncold.and 
0. AntIbfotIc momtlmapgr was m p d b l e  for Danshentong was used hr the tbird patlent for m e  
5 6 % ~ o f ~ , 3 0 % ~ o f S J S a n d 2 O % c a s e r s o f  ~ ~ . T h e f o u r t h ~ t w a s ~ w i t h ~  

T . b l a Z T h % u u d t d y h g ~ ~ & e u a s d d m g ~ .  

SCAORs Infection n (%) Wlws, n (%I 

SrSln=231 12 (52) EpAepsV (21, palndared diseases 0, acne (11, arter* (11 
m l n = 6 )  1 (17) Ecd& Iz), hwpes xoster (11, fwer 111, ~~~ (1) 
ED(n= 16) 11 (68) Wew (I), dep-=h (fh W (1). -ma (I), rend w e  (1) 
PREss(n= to)* 4 (40) @ilepsy* 0, palmelated diseases* (I), fevw *(I), rend lithi&* (I), end dysfunction (1) 
Total 23 66) u (4) 

Antlbbth 
Antmbtlo + HSAD 
AntJbbtia + TCM 
Anebb& + N W  + K M  
Antkmvum 
NSAlD 
NWD + TCM 
Anbivirak 
Arwqmsmts  
TCM 
Gout -dons, allopurinol 
S d i m m &  
Wonarnfde + K M  
SMcmmlde + a-Isants 
Nitrofwans, f u w  
Caklurn antagonist 



for psdads vdgaris, md developed !IEN. Mails of the 
r n d d m s  are &own tn Table 4. 

Discussion 

T h e e p i ~ o g g o f S C A D R s h a s b a e n ~ i n m a n p  
countrh and regkm~;'-~ however, an epidtdobglml 
shlay of SCADRs tn China, the k g &  developing 
countty in the world, hau not been & 

Uslng a m t m p h  study, we in- prim& 
theepidemioIogydSCADRsinadQdistrtctofCha 
The clinicetl aspects of CAI)h in our hospital are s h i k  
to those of a French s~mey.'~ lb p x d m c a  of 
SCAD& in hosphhd patients in the Fmuh group 
was 0.75/1000 (10/13 2941, w M  was a h  h to 
our nmdt (0.32/1000). h read& bdcate that 
SCADRs ars not nmmmon In China 

The risk of SCADRS hom syshdc drugs amwg 
hospitahd patients has not been repxbd In Cbhm 
During the study perld, four inpatten& ex@emed 
SCADRs (thrae with SJS and w e  with EU) h spbmic 
drugswhileinthehaspitalforodmund&ngdkws. 
The risk of S W R s  Emm @emk drugs among b i t -  
d i d  path& wm 0.03/1000 (0.02/1000 for SJS, 
0.01/1000 for ED andDRKSS), !l'hemsdb ware mu& 

higher than the iDddence of SCADRa reported in the 
general mtkm.2-5 '9  Our r e d &  suggestad that 
h ~ ~ p a t i e n t s h c h i n a  wese at greaterriskof 
developing SCADRs and Iould be studied mer. 
We &mabed that the mprkd incidence of RD, SJS, 

TEN and DRBSS In Haadian dhbW was not h than 
0.6. 0.8, 0.05 and 0.4 per d b n  p n - y e a r s ,  
mpcttvdy (see AWmh for dculatlon). 9hxe  mrub 
were relathrefy lower &an tbe hddmm reported in 
other The pzdbiliw that some patients were 
not admitted to our hm@d and the Merent dtagmdc 
~ u s e d i n v a r i o m s t d e s m a y h a v e ~ i a t h e  
lower rate. However, becaw 0s the huge population in 
China, SCAD& could dl k a mbusr problem 

A male predomhance was bmd In p a t h &  with 
SCAD& conshtent with pndom studb~.'.~ However, 
h our study, there were more female path& in the SJS 
group; the reason for this b d e a r .  
InEectiw mn@d 56% of all underlying d h a m  

jugtIFylng the use of druga (Table 2). I b i s  d t  Is 
consmmt with pmlow shdies.1'5'"8 rn our study, 20 
out of 28 hk&ma (71%) were apper mpkatorg 
hfkcliom, and most of the pa- were treated by 
mtibiotb. k~ some -, two antlbiotb were given 
slmnl-. Therse &ts tw WmB 



SCAD& in the study could have been a v d d  if 
a n t i b i o t b w e ~ e d m o r e ~ .  

S t m t l a r t o ~ ~ . a n ~ ~ a l m t h e ~  
common offending dmgs for SCADRE& b- by 
-, ~ a r t r a m a @ n e . " ~ ~ ~ ~ ~  ~ a r -  
barn q i n e  ia m drug amrod for epUepw. m@ 
~ ~ o f d i ~ ~ a n d ~  
r g n g s a l n e a r a l g l a . ~ p a t l e n t s f n o K r s t u d y ~ ~  
~ c ~ b u t o d y w e ~ h a d  
epikpy. In the other & cases, two patlenb hsd herps 
~ , two~dheadachemr,c l l lehadchest~andone 
h a d ~ a r o u n d t h e ~ . ~ u s e o f c a r b ~  
phe might a h  a d  such SCAD&. 

A l l ~ w a s f o r m d t o b e t h e ~ w m m m r d r u g  
~ f o r ~ ~ ~ a n d 3 J ~ ? 1 n o n r s t u d ~ , m e m a o f  
d l o p ~ l - i u d u a x l  ED and one maw of DRIES was 
found (Table 3). 

TCM~vexywmmonIyesedinChInaTClldmom- 
~ ~ a c c o d f o r 1 3 9 b o S ~ ,  9% dm, 50% of 
m a u d 1 ~ o f D R E S S ~ ( T a b k 2 ) . T C M w a s a h  
fmq* used wltb antlbiob md other dmgt?. Thae 
r e s & s u g g s t t h a t T C M , ~ o u g h ~ ~  
amhml andaakrnedfdne, could also insum SCAD& 
and mu& be hvdgated  further. Becutw m& TCM are 
compk and many TCM p P o a e  d d-cti-, 
are unlaMW It is very m t  to idenw h culprit 
hgmdht ill the ItWwm. It dready known that 
soms TCM can came ADR and react wlth convemtkmd 
mddms. In saw, some TCM may a h  contain 
o o n d  medicfnars,f5 
A m t m p d v e  stady has d UmitaMm. Our data 

may not Include all the patients with WRs because 
m m  of h n  may not have been d m W d  to our 
ho@al However, as o w  llqhid is the largest in 
~ ~ a n d h t h e o n l y h o s p I t d i u & e a m a w f t h a  
d m m a t o o g y w a r d , m o s t p a ~ ~ ~ R B s h o u M b a  
~ h t m . O u r ~ t n d d e n c e o f S C A D ~ f n  
HaidIan M might dl be m u n d m  Under- - of THN was found b be a serbw problem in 
canada3 Although our &t Waa d~~tively lower, 
SCADh mnld be stUl a &us p b h  because of the 
h u g e ~ o n I n C b i n a ~ r e g u l a t l o n s ~ ~  
b ~ ~ r e p o r t o f S C A D R s i n ~ m a n y ,  
u u ~ ~ b l e r n a m n i s t h e t y p 0 f h o s p i t a l : ~ t  
Qp of hwpitd m y  admit dlihmt patients. Emever, 
w h e n t h e ~ ~ ~ o f A D R w a s s t u d M h a n ~  
mpxt, such a dl%ixence could not be demmdrated.16 
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