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Clinical Evaluation of Kang-Min-he-Fang in the Treatment of

Allergic Rhinitis(1/2)

Tai Chih Jaan

China Medical University

ABSTRACT

Allergic rhinitis is a common disease that is estimated to affect nearly one
tenth of the U.S. population. It is caused by cascade of inflammatory mediators,
initiated after contact of the nasopharynx with allergens such as grass, tree pollen,
and animal dander. The disease is characterized by chronic nasal symptoms of
obstruction, rhinorrhea, sneezing, and itching. Components of inhaled dust, such
as mites and molds, or animal dander cause an imtranasal IgE-mediated response
in atopic individuals. These perennial allergens active mast cells induce the
release of potent chemical medicators that attract inflammatory cells such as
eosinophils and basophils, and ultimately produce the signs and symptoms of
allergic rhinitis.

There are detailed descriptions of the clinical experiences and prescriptions
of allergic rhinitis in traditional Chinese medicine. Kang-Min-He-Fang (KMHF)
is one of the Chinese herbal medicines used to treat allergic rhinitis . In this
study we will evaluate the effect of KMHF on clinical symptoms, serum total IgE,
allergen specific IgE, allergen specific 1gG4 and cytokines (IL-4 ~ IL-5 » IL-12 ~
INF-v) in the treatment of allergic rhinitis.

This is the first year of two-year period study,there are 35 patients involved
in this clinical trial till now,we will have the result at the end of this study.

Keywords : allergic rhinitis, Kang-Min-He-Fang (KMHF),Cytokine
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BEMERRXR-BEFETROER BT £LREEE1/10 8
FBAL - 6BRNEHTHE  BRAEWNE BIEKRERES £ PL
BEERELAARFRATR - HER - BESLABRE  BHE AR ILEA
TR BEMEX - BS 2RMAMEYE > REBEE 120 £H(RHE 63
FEBF)ChHELTBHME A2 BELBFEN/w RE 83 £i% 33.53 %
C-3DERLTRARHBMME X CARHEHHESM -

BEMREE R —RBEEFAZENM REAT  FEHHOBHMEELET
BEFFHAOLLI RU) BBAFARER FRHEIMASR T ERERPRE
RERZBEAREED) BEEFRERTIHARZBEHARE  ERTET
AR E—ERAL LI RERFARLRARFALAZECKMB AR ESY
REAF2— GHEMEXBFTHEEREIS EEARELELHEA 5% BNy
10 % BEHEFZEZRFOSARZIREANS  wENBHMEE Lt
AiBat & XK & EMREG) -

RERFE FRATHBHALEBETREFH > TR THKEHHE
B XERZEABMMAS  BLEKREMGBKBEBER TSR ESE > S5
BEMARFEN [GERB(T-8) BHFRAARABEXEB PHAIEEM IgE
R X mig(mast cell) & &t 4= 35 (basophi )48 4% 45 & 3] A AR BB R 4
RO ReRmiefFal ROCENET THEACH AR LR R -4ota 8k
EH A A A E 22 R R ay—+ke heparin 2% trypsin : K& I 4o
& =4 ¥ (leukotriene) & A7 7| #& % (prostaglandin) - &1t %% #4844 A
B — LB R RBTHEI RS AGEXRE RN TRy ms ey ik -
FlAeh FREMM » BHKER@EER - BlEA@BRENTSEBENNY
H OB B B K b9 B 05 AL 4-24 /iR H R B R B A X e iR M
AREBEEKA0) » E¢inadkak(antihistanine) ¥ 4 % & %) (decongestant)
BRERE  #RAABEHFEHEAUTUATHRIBHEARESHREH ARG
Ragweed pollen £.:8 5x 4544 > B8P oeR ¥ 2 @8 5% ~LTC4-LTD4 ~ LTE4 - PGD2 ~
Kinin ~ Kininogenase ~ tosyl-L-arginice methyl ester (TAME) esterase 84
Ba¥t i PGD2 X R BAE Km o fER » AR St B EkE Lt mipn
AREEMRBHRA—EFEAE() ZHFRLEHENONEAD > 5148EK
FREZ @R ETLA—FXREFHE 1L » FlloHithmBaa A EFEEHE
ARG HEBHMRRRERATLZBURIRIENAEALETHHAS  HEBRR
B TAJERECEL L@ REFMA4) -



Weapo B EZAIERE > BEM R X EH 2R Th? ta it % 948 %2(15) »
Th2 fi b 2 tm B & P IL-4 sedpd) Thl 27854 > BAE A% B i & 4 Gl -
IgE #p#) 1gG2a - 38 Thl L Th2 2 M) FHE L SR BHURAEHEE LB
BERBEPHRECRZZ AR MK ES Y LAS - Bk [L4 B T4 Th?
mpp it AERN  CLABHM TR EERFLBLPEA LSS [l 4
AR(16) Pl Kot A RABFFTUDARAFE LN Lmit VOMA-1 #1458
(18) - Bl A RBETHRBNBHBRGF L4 EN AR EHBME KB EE -
AEeg Thl 4epais & IFN-7 ~ IL-10 # Th2 tefo B @R B EM > BREER
t 1gE & & (19-21) -

£ IL-10 &k tmfo B4 h @ 0 ASA4) Thl £ Th2 @88 % =7 5 [L-10 »
B EPHERKR AR O E L TR TR ELG LB IL-10 T
Thl tmp & & JE4F B M AT L i F 4o IL-1~]L-6-TNF-a ~ IFN-¢ & IL-2-
sboh > BBAEA FPiltmfoii g EE RO H ERSE L e A AR Fmip
IL-10 TR %% Th2 = & £ BEHF XA MeGamsF > 4o [L-4 - [L-5 4 A& -
FEREMEHRE  IL-10 fexgho T-tafo BB AR WAL M - B RSB G R
& ® IgE a4 R (22-23)  sb4h 0 f£ cytokine -~ chemokine 245 & a2 B &)
MEFZEY  ABTh? eforh TEFEME Y L4 [L-5~ IL-6 ~ IL-9~ IL-10 »
IL-13 b » 3t & 3R 4E % FEHK macrophage-derived chemokine (MDC)(24) » MDC
T He R G E 85 X (25) 0 i M 4$ Th2 4= pk & 33, CD30~ CCR4 ~ CCR8 ~ A& CRTH2 °
182 chemokine receptor #v Th2 #mpeA8{b it R E N B ey a 4 (recruitment &
homing) & M (26) » G & & BEFEMH LA REE 52 Thl & Th2 %48 &4 B -F
CRAZMHEHR Thl A Th2 tefe R 48R 2 T #gp M m AT NI B 2 RS L
Rpad3RES ERETHERA AR - Th/Th2 b £ & R A — &
contact-dependent factors (CDF)&i4% % tmpiisk £ £ 15 £ fesbdy - CDF v & &
2e9 5 (1)TCR ligation (27) » (2) 0X40L-0X40 & B7-CD28 #8 & &_FE Fr B &Y
T8 0X40 £ B 538 [L-4 3 B RBE R A T ot IL-4 %
AR B2 &:E(28) - A BT-CD28 MM EE R AYETH  2RAERL T =
RS LAMFHERBBT 5 FROF IL4AFH4 A8 bmfagd  —
B IL-4REEHLEME THIHBEI A T 2 ABEMNNEEL - F
—~F & HEF b Rem (dendritic cell) &4 ¢ IL-12 ~ IL-18 -~ & IFN
(IFN-a ~ IFN- 7 )% R 44 Th ta R piR 3L+ K &% 3. 0 B] ThO 43 & & Thl 4
B A E& 1L-12 (30-33) -

LOHERRXREF Th2 efet) B ERELMNTRSE B mic 8188

o O



REEN [gE e aiad it amfiZM » IL4- IL-5 & IL-13
FEEBR AP ERFERELEAN A REAE L ENK » IL-4 K28 & IgE
isotype switching FJ8F 7R & RAE3E + 5 84T & o 3 AE M7 P & 4 B (33) -
St G KA [L-D5 R eotaxin 9 ETHRI] Zdeth a4 (34) 4 Thl Fo Th2
fa b, 2 Fo) 89 F- T B 4R > B A BAT S & Thl/Th2 4= pa 49 F 45 0448 Th2 tbfE b @
Thl tbflho > KRBT 6K & The tefie A X 658805 % » B Thl/Th2 = &%
R B ZBER DAL ERARH BN R XA REHF 2 EH 22— Th1/Th2 +
BB RABRGOATTER

IL-12 X B BEATIHECREY2 Th2 REHY A Thl RAEEY » #%i1 5
BT A6 A 1850(35-36) - £ya A kRr A4 Th2 R B¢ & Thl K&
Bt F R AEFE Thl/Th2 tefo F & O IRBHREFHE M F & - Th tmph o
ey tm iR BB EILEREN O REBR RS T » BE [gE &4 %
BRABEMR S TFOHRAMENBEFEERE > R > invivo R invitro &4
BET G RBETHRYE T-mibzmib i Emipd B8 LR -

WEAH (AN RAG HBH %R RPEHBEAXEE
REHZEHRBYHMERRETELRERN TR (38) BEHILTEAKER
ERLRE CBRITEOHBALE BRI EHARSARRY » ABRLEF
RATRIF I H 0 BPIE MBS R AL BHBE TR - e AU T A
RERERBEFZBEAFAR (39) BMARERLEA LA AGHER - £
ARREY  RIVERERMESTHBEMRREF AR - SR ER -
BEARERK -2 7FHE ~ &&F IgE -~ allergen specific-IgE ~ allergen
specific-1gG4 ~ ECP ~ IL-4 ~ IL-5 ~ IL-12 ~ TNF-y 2 %% -
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2. Radio-allergo-immunosoybent test Ft& °
3. HEEr N 13-40 & -
4, BB R XEK  EKRFH 26 5 -



PRBBERNEEFHRERY -
BEREEARFTELE
BRERERE -
BRAKBERIFEEL BREZEYD 12 24 a0E L&A R
154 -
() HazE
1. 638 P94 % B sodium cromolyn & nedocromil sodium o AR 3% & °& 24
B o
2. | BB ERABEEE
. 2BMARERAIRESN
4. 6 BRELBH FHH
5. EHFRMEMBBAARABELTRY &4 -
4
7
8
9

. REXRERE
CE I EMREMAE
. Rhinitis Medicamentosa
L HERTREER(RE)EFHRA BiieRE
laﬁéikﬁ%%°
1R Fdm 4
(= )F“/fiﬂﬂ?ﬁ’ﬁf” SETAR A& L
BRI 1%
AR RBARCBRECRBEKOTREHE
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RAE EHFLRE FHEY -KE-FTEBamE -
R AR mB 0 AR tm B BRE B - -
WLHTAR #
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(w9) B AR # 4h 2 washout period
WATHF R AT » BRA T 5 8 44 o4 84 washout period F] 854 # AR % 05
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FIERA T &4 :
Medication Washout
Period
Nassal or inhaled cromolyn sodium or nedoctomil 2
weeks
Corticosteroids nasal, ocular, oral, inhaled, intravenous or rectal 1
month
Corticosteroids intramuscular or intra-articular 3
months
Antihistamines short acting (eg, chlorpheniramine) 12 hours
Clemastines short acting (eg, chlorpheniramine) 48 hours
Long-acting antihistamines (cetirizine, terfenadine,
fexofenadie,Astemizole, hydroxyzine) 10 days
Loratadine 10 days
Accolate 10 days
Singylair 10 days
Pseudoephedrine 10 days
Pseudoephedrine 24 hours
Nasal. Oral, or ocular decongestants 3 days
Nasal atropine or ipratopium bromide 1 week
Systemic antibiotics (unless on a stable dose) 2 weels
Nasal saline 12 hours
Ocular levocabastine 3 days
Erythromycin 6 days
Ketoconazole 6 days
Itraconazole 6 days
Quinine 6days

By —f o RALEE > MEMBIRESE SRR —ani
B AMI S BRSNS  RELELIRERBEER -
A-F5%4a B RARMESFY I L —B8 =k RERA -
Béaa-#Ba:  BORARHEBINL —B=R > &RERA -
—aERAtT 28 -
ZERRAF LY G
(=) @6 AFEFBERBERFIT A ERF- AR B T(EEHY

RIS R AT XERTFSE)
The Scoring Standard of Symptoms.
Nasal Blockage (stuffiness) on Waking
0 = Breathing through the nose freely and easily
1 = Slight difficulty breathing through the nose
2 = Moderate difficulty breathing through the nose
3 = Breathing through the nose is very difficult/impossible
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Nasal Blockage (Stuffiness)-Rest of Day
0 = Breathing through the nose freely and easily
1= Slight difficulty breathing through the nose
2 = Moderating difficulty breathing through the nose
3 = Breathing through the nose is very difficult/impossible
Sneezing
0 = Absent
1 = Occasionally present (less than 5 episodes per day)
2 =Troublesome episodes of sneezing during the day (5-10)
3 = Frequent, troublesome episodes of sneezing throughout the day (more
than 10 episodes per day)
Rhinorrhoea (Runny Nose)
0 = Absent
1 = Present, mostly unaware of it
2 = Present, but not a persistent distraction
3 = Present, a persistent distraction
Nasal Itching/Nose Rubbing

0 = Absent

1 = Present, mostly unaware of it

2 = Poresent, but not a persistent distraction
3 = Present, a persistent distraction

(=) £5RE &4 (SF-36) 346 ' —a@niEBRATRIGAEE  &F—R4
FEaEEE -

“REREARE CERRBARBER A -

ZHABRNREBESE-RERAKRE -

BN ERAE  ERBERABE SRR HRE SR B

NZERBE -

RHRERE

TN IE AT BUG B 18 dh Ak R & i total IgE @8R 45 £ IgE
(Dermatophagoides pteronyssinus -~ Dermatophagoides farinae ¥&¥p -
B AME - #E) BEEHEMN Igéd (Dermatophagoides
pteronyssinns ~ Dermatophagoides farinae » ~¥E¥3 ~ A ME - L) -
ECP & #m 4k % (IL-4 ~ IL-5 ~ IL-12 ~ IFN-y) o

t AdhR B RERaRe

. BAET ZFRSER 10 nl #90k > 2%l 3 X5 EAH Tnl REH

Heparin s K93 E 7 - B8 MRS -

2. 6 X5 E4 10ml 9%+ » swn 3ml & Ficoll-Prep™ 1. 077 -
 BEEHRER AL E Ficol l-Prep™ 1. 077 438 ¥ £ 25 B & wf >

R &R RE -

A, REBAAB P > TR 450 xg B 30 54 -
5. BEC R RZE B LR AFRE ARTHEEGHLARENMEK 250



(mononuclear cell, MNC) > #Hik & Ttk @ 48 MINC &y B 2R ho AN 3 £
REF
2L 8ml #9 RPMI 1640 23R Ao N4 MNC #93RE & - 4354 -
REBANEECHE > LER400g 80 10 548 - HE LFR -
EHZ(6-7) FHAEAMCHR -
B 4 # penicillin (50 IU/ml) » streptomycin (50 g/ml) A&
amphotericin B (0.5 g/ml)#y RPMI 1640 324% & & MNC AR i 2
1x10 6 cells/ml &4 F%HH -
A~ tmfp &
LA Inl ERBEFSMCREFR A 24T EHEN FEF Ao 200ul
& FBS -
2. XA lipopolysaccharide ( LPS ) #EE 10 g/ml 2% ConA &BHE 5
g/ml 2 ¥ 88 ks o
AN TARREAHBRERZIE » H2HBHAN ITC 8 C02
AR RERAFHA L 16 24 8% o
4. AWM > B EB8FTHBECZR  SHEKELFR
(supernatant): E# -20°C Z A4k T #4408 % cytokines &>
BENERBRBEAEZ -
s~ IL-4, IL-5, IL-12 £ IFN-yeh £ &8 &
#) A ELISA Sandwich /. B# L x € [L-4, IL-5, 1L-12 s [FN-y - &3]
EAaDAMCLEGEHE - EHRNEZ 6 LR TH - HFTHER
supernatant £ F o HEN B LA TR T - B AEEE-MELSEL B AR
BAOZRBRITHRILS  BATAERITHRZIIZ AR EHABRERR
HRBRES  BRNERBERBANBESRBEABEERTRALRES
ZHE MR ZERARE A ERBETALEML & ELISA 26k B
Ttk HERglapHEpedyRBzjattg gl L4, IL-5,
IL-12 2 IFN-y -
+~diF [gE R EAEF AL BEREEN [gf - B8R4 E M [g64
#% A pharmavia CAP system # Jo8 % 8t 4 % 7% & #t 547 ({ lurescence
enzyme-1linked immumogorbent assy) °
+—~ Fdlz g El
(—) A F Z 8 st
wFEEL2 % %25 Z%F05 A+ KI5 k82
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L B2 F BLS R %10 & i % Bl
¥wayl # 405 xafil £ EO0.7 N |
e 2 OB 2 ® X 2 % #2
(Z) REAFTHTRBEARLMEBRTEAETFTHRAR & P #
B—HEUBARLNUARRBERREAR - (ARETZR
o RSB R RRTEN RS TR o FH4)
+ =~ B AR
primary end point :
1. BEARER K &
2. RAMEA - AENEREE
secondary end point :
1. 3% IgE > allergen specific-IgE #1& > allergen specifit-1gG4 #

=

3
2. IL-4 ~ IL-b iR B 15
3. IL-12 ~ IFN-y/REH &
=~ I HE
1. A& B 3 249 B 354 (Repeated Measurement ANOVA)A%K 3 42 PS &6 A
HibgM S XERF SR -
2.4 T-test {t @M B RAMRY - RN ER&F [gf - BRFER
IgE - @& B4 &M 1gG4 ~ ECP ~ IL-4 ~ IL-5 ~ IL-12 ~ INF-yZ 41t -
+m o~ SRR E
LMEMEEFRRRRBE B - B ERIBE - HFRBM 7
L BHBREEC REELE RAEYIEMFRETR - Bikte) HE
Bl EB 2.THRAM 3 ATAFN 4. &M D RaEskET -
+ &~ 4R
BELRINEROBREBZMEM B THERAL -
l. #ARY BRARRE -
FRRERM  ABERE -
LR E FRREBHK -
BLEAE > RRREHFL -
LR RRKRMBLIBELTIER -
FHeH| &
+ 25 ~ dropout A missing values



dropout z & & & #mus L RA -
EHEHE BREARXTARRIERATENR
dropout = &# » RBH L °
WX A #imiA dropout BHEHAERE -
W R HEME - B E8 % nissing values °
#7% missing values » Blib ¥t H B B 3. 3F bm 30 4% ©
RERLE R 4305 > A missing values 5L ' Bt S E S mithRE
Fik e
+E - FRREBFHIIFHELRE
. E3HFERMERIBERSEL -
2. HFEFAARARRBETEHiiisk -
3. ARRBZERFM - HAeFM - REL - FHROFHAARA
B2 fAERRTE
HETHRABYEHBLTRRE S T Ftaitsk -
4. FRERBREZESGHZABHM
(Diest : BWHBEK ~ £ BFRRE FZHI L -
(DFP%EHE  F44ERUAPEAFEY -
ERE: & ¥758 ABRPBETBRER
(DAEGFART - AL LETER
5. BEFZARREEAABMEBERER  TREREFWEREA -
B. 3F45 R BRME S s A B 2 B 14
0 - unlikely

A

1 : possible-temporal association @ E#ER E TR AERE » 2
KB A B R AR AR HEER o
2 : probable-temporal association:® H4E ERTHREE @ 12
ARTHE
T ARERBEZIEH
EABRRRBELAAHBRERATREREBERER  AEEM
MAERFRRERE AL -
AN BREFRRE
()&
1. Bee
2. A mE Y BHARTHITARE -



3. ABARAEGEGE -
4. BERAERRERAEIR -
5. A RMEF A EEF -
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. REERBRBAGRBHARTHERXTHLE 24 IR E XA TE)A
st B EBARTHE
2 BERRRBZBENERAAMKKRER € -
+ A AR
S RSB R FC AT -
—t HERBERRL CBAEK ABREGEBHKURRESL

)
1. 4% phadiatop #&x &
2. MEBHNEE EERTFITEX
3. FREALE

J
1. phadiatop # % F 1t 2. BEM R X EKRTEST6
3HATREEMRAENES 4FEANGREBEN

.

N R

\’
BREAT—E LEBBHMS XERFSBRF
2. B 4% &L & (SF-36)
B.ERRMMA - FBAEZHAE
4. 34 s ¥ % ECP ~ total IgE - allergen specific IgE ~
allergen specific IgGs~ cytokines
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B 4% PR 8
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HwmBEgL B EHTT—R
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1. RERARMEA - FERATHANE
2. MEEFERE &4&(SF-36)
3. 44 fn 425 ECP ~ total IgE - allergen specific IgFE -
allergen specific IgGs -~ cytokines
\’
BE o0~ St EH
2
EBmE

8%

BATA D LBEBRAME » B 204 P26 5% > %154 F3423% &
CHMRER  BERBMAHZE T  TREFZAT 28R TAME
HRE > Heo B2 B ER BA SRl F AR 2R ARLIEF  HEH
REZEHARL  EHF L EENREFAMIRZAE > B H 4% 30
BEREL  BEEREVEL -

-

RRRINEAEATE M A RERTRERA  ABLRE  SHE ARG —
AR 0 Bt b7 BRE R FHRL RBEF T EEER LT o

12~ &G ERER
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