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Genetic immunizaition, also known as DNA or
polynucleotide immunization, represents a novel ap-
proach for achieving specific immune induction.

Following plasmid administration, host cells take up

the DNA, and the gene product is produced within the

host. Immunization with DNA thus mimics aspects of
live infection, with pathogen protein(s) synthesized
endogenously and modified or customized by host
cells. This synthesis leads to the induction of a cyto-
toxic T lymphocyte (CTL) response via the MHC class

I-restricted pathway. Concurrently, protein(s) are

released extra cellularly and the released antigen

primes the induction of a humoral response, as well as

a helper T lymphocyte (Th) response via MHC Class

II-restricted antigen presentation by antigen present-

ing cells (APC’s). This concept has been substantiates

in animal models. We have approached this technol-
ogy as one approach to the development of an HIV-1
vaccine, accordingly. the design and application of
these vectors to target HIV-1 infection will be dis-

cussed.

We have examined immune potency of plasmid
vaccines for HIV-1 in both clinical therapeutic as well
as vaccine naive populations. These initial investiga-
tions of the efficacy of HIV-1 DNA vaccines in humans
supports that this approach is well tolerated and
immunogenic in humans. We have observed the
induction of a Th 1 immune pheotype. Furthermore,
the first clinical investigation of a prime boost
approach using plasmid prime followed by avipox
boost have also been investigated. These approaches
appear promising. However, additional engineering of
this approach is likely to improve further the potency
of these first generation plasmid vaccines. Impor-
tantly, greater insight into the fundamental biology of
this approach will give vaccine developers added tools
for vaccine improvement. In this regard strategies
aimed at delivering more plasmid to antigen present-
ing cells is an important issue for this approach.
Plasmid vaccination can laso be viewed as a vaccine
delivery system targeting the regional lymph nodes
with some efficiency. We have used this finding as a
tool for studying immunomodulatory properties of
plasmid vaccine adjuvants in the context of antigen
plasmid vaccines. We will discuss methods of combin-
ing immunomodulatory plasmids along with DNA
vaccines for HIV-1 as one method to improve the po-
tency of this approach. Understanding and improving
the potency of vaccines that work fairly well in mice to
meet the standards required for large primates.
including humans, is our major focus and a major task
of the field.
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2RO AR bz, =1 cephem 12T 5
Wﬁﬁ%ﬁ]li NETEDTEHT, FHLZEATH- /-

, WESE X 0 fE R BN TRERV RN B 2 REBR L, €O

1, 5 CII{C#%) | cephem %° monobactam % ) aztreo-
nam (21 2 L TY 7o, S O W PEERIE LS qui-
nolone # X tetracycline # O i f: % H #12 & Wit % /13
TERMRTDH O, AR AN L o
PR BROBE & A8 2 A7 %A, 451025 = 11U ephem
® cefodizime (MIC 0.125-0.5 ug/mL) & aminogly-
coside & ? spectinomycin (MIC 8-32 ug/mL) 73T
Ho7

iK1 18 He i T 1 Chalamydia WS (1 % 18 L, i
FUZ AR Y b L% {1 F % quinolone % % tetracycline
AN ZINAEHTH DA, KA 0T %l
Wi, S HIGHER K OBIKEFI % L, first choice & L
TN T REEANZDOVTEBE LV,

B) tHICBIIL1I0REFZIIVT
IS SE O B A)
BT
B b

K, IR AAF4T7TI0RD 2 73T
PAEIC LT, Z2HMEIND LI ->TETVS
A, dedEEo/NMRE, 1B, m%éhﬁéloﬁ&f
DT ITTIERSEDEEE N L-OTHRET 5,

1991 4E & 1) 1999 £ F T2, YRIZEKBE L& TD
FHEERBEORT, H#F F, T, Tk ootk
BEHEERRIC, 79IV THEMERERE (PCR) *
1T, CoRTI0RE 20 RDOHERETEITo 72, ¥
Fid, 10 RoBHERIZH 30%, 20R13% 15% TH -
720 “FHC11 4 (1999 4F) D AFEMICHFT B E, 10
R A 431 T, BEH 139 AMEHE 32.3%, 20
1€ 2,143 Z B 258 % 12.0%, 30 18 3.9%, 40 1 3.4
%, 501%1%6.3% Tdh » 72o FHHEME 12.2% T 10
RICELT, MOTEMERLL, YkiCBVTERET
BEEEE, RPN 2 5 2 U7 PCREX £ BICHifT
15,1999 £ 10 IR D 27 5 3 ¥ 7 etk = 33%, 20
£ 6.3%, 30 {812 2.1% T3 5.3% Th -7z, i1,
10RDOEERITEME R L. LEDERELIY, %0
HHLAHEA TV 0SS, FIZ10ROBERED Y 5
IVTRBHEOE AR I N D,

CORIESRMBRE ShEER, BRI NS
LHERERASHIC & B AEE, FEIMERE & DGR LM
LHRVWEEENS L, LNROERMEOME, HHo
ZE, MHEOLEUIHDLLEZLND,
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LR Y L2 BE & MREE: HRADERH
Aoz kid

ey ]z 1 S

W) 7 v XERKRE: Y
EEAF

FLIRE R K2R A 1 R

v P ORBEREO REKIZAKTH D, FlLLHBE
MR AEREOFNSIE, LBICF=RAI— DL
CIERT B E Vb TWwh, ShbDRIZH « &itH
BLELTWEDIITHY, KBICBITSREFEHMN
RO ER R REF TR RIEFHEERLE LT
REATIIC G F LAV THIB SN TV BT TH o
7, MBEEITURD T L RHSHE 1RO LA B
YRAFLDOUVEDELTEDLOTHETHAI LIZSE
LEIETTOLLL, I TIBRYSIE L OMNARPOHE
Db, EBE, SEEREFOESIIHRBITT, HE
2 HEOEER LIEHILRESTYICHB I TS
CEEHLMIILODH S,

AR LATRULORLZBA,»L4ANDHE
CEEDHMRAREL TV, RSk & MR
O, RUSEEBESHICENTELFTFRFLY 70—
X797, B2 BRESHDBLEZLAETITo Thb,

1) HESRR L ZOBR~NDRE
wE &

DN Y G b A A RN L A bk e 3
HREGIEY AT AL S BALT 2N RED L —
M) 7 E LTHRRRNEEST ), £E0OREEHER
HEIL PO VT EREBBEOMRBLESTHLHEET
R, AR, RRGIER FEFIET S YR T ADOFM
PRERETF R RIEBWE TNV EEETLETHL
P TETWD, FRIC LM, KBk T M,
PUEIERMAL, IgA BiSK B MR AR 35514+ 3 v
o R KEIEMIRARI A ~ b T Ay PASEOHRLEIREI RS
TWVh, COYATFLEEERELTEZLZOLRTVHHE
77 F Y AREMERORAME TdH K & KR
RIEY AT LOWFIEPHRELFET LI LA
k5. BT TR REBHEOFM LML £ o0
72 F URRENOISAEORE S ED SN TE T, Bz
¥, GALT IR H s 2BERE) v sl e ok
L7: CMIS &M % IgA F8 R % 504 L 72 B pi i
RIEOFETH S, Rit, K4 IECMISIZEKFL T
%2\ CMIS M) IgA FEBBOFEIIOVTHH
EMCLTW5, T/, MEIBBHMERES AT LICHIE
BL, Z20OHh.0HME&EE 2R BIHFEREY 38
(NALT) ORIEEWENRET L ZNEZISHLI-ERAY
IFDUERIZIOVTHIRZED T 5, REMEYD

m%myyﬂymm%ﬁﬁmm7ylnybkaMﬁ
SHTVLAERLTL 5 HE (mCT) LBELTER
Gt B L BRI TR R Th2 MMl L IgA A
R AT (- M S B, KRB NA 7 7 BT
SFLFYNY =L RAFHE LT, Bk, EHIRTY
BAAE ) Ry — a2y 2 F RRESALTRAR
B B L AR AR RO MR & AR
RAHI7 2 F RIS RO GRIEIE G OB RIHE I
fro SHNEHDHERIE, NALTREY AT L2l 2
AT 2 F U MBICETTREZERERBL TV,

2)  WRIR R IR
#0E L SCESSERIIZ B B
WYAE R E FEHOER
g ¥
T K 21 W6 B A I 7 7 -0 5 M 485 1F 22 53 BF

I, B TR e L3 B IR YLD MR & L T3 AtE s
LRI R OMI b MERB R T Rt e YEB LR
ENMET B, 775 L— M2 R MAE < iR S S
ICIEBAE B ENED SN b b & 3 Al B
A0 ETES D HERNICRRLTHETIRZY, 2Hw
S>BERRHOBREREEOERRFLELT, AFET
L DS O RIEREZMRIZTEHORTED SR
TV, FRBEFERTH TNF-q 70 E— 7 —F L Ec
yRlla BBz & L IR FREAEDOMD Y HEFERE S
NTETW5,

mannose-bindig lectin (MBL) (3, f4EWREDO~
VI)—ARERBHBL, + TV = ViEHES L UHKET
{LiE2 RETHAMMAEATH Y, BEULHWEL LD
CHLZF DSP-ARSP-DELHizvb®balL
7Fv773I)—IlEEsh T4, MBLB{ZFIZIE
collagen domain P SERIZL 5 R52C, G54D, G57
QD3I ATOERNTFLET . TOREIANEICE
DWEZANM, BEAEELT7 V7% TIE G54 D AL
T, EALOD20~30% % b, MBLEA XD 3 &S
ERAHE SN B Z b variant T, MBL k14
TRHFRIh, SS5ICHREHLLHESNZDOTHE
EOREPHEESBENIET T 5. HETIIRRL 2R
BSEIZBWVT IO MBLARIARENDTFREF, HME
RF, »2VEFERAERTFLLTEETHL L
DPIEAICHO MR- TE

ik, #0RLUMERSEEESEICE TS MBL&EF
SHROBRICEHL, oL RRERFERERRERL
SRR ) BT EEHICBT 5 MBL #1748
DB, MBL A i%E, BALF FORHIRK & & O
Wx AR, SEOY Y RY AT E LIPRIEFE
RRERESNICBIT 5B ERIUBZTFEROBERE,
MBL (2B} 2 TG R Z LI L THRET 5,
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3) LR wi
(G5 S e
HRTER B sk Rl K717 S At g 1 27 B9 K MR A7

B B TR AAE ORI, RTINS 2T OB
W FOBNT L5 T AR oMk & v F - T
REERICHEBR L D0H B TFITHWAT i A X €0 IF il
T8 RN ORUE DR AR, F 72/ IKR O B
xS o THMEAHAMT X D)) % L% DR
HIZWGS T2 8ZTHANL I TWD, LAL,
K, AL T, IERBIE W SRS PR B &
ORI OB IEE T, WY % R E T LA L
<, T EOBRPRIEIFITRERGIE I > Toblid b 7%
Vo F7:% K DB IERAE B WO TN RIE S iR 0 i
255<, T IMWEMTH S, ITKIKRHE DR
FELD LMD OO H D REELZINT T I F
BRI, SRR ERMKOMBOAL ST, KRN
R7 Va8 y POERRKED, ERIOT 2 FrOME
L ELLBETHHIH,

FKAAIRRI IR G T B RIE R AR D THF
RET-oCTEL. FAARIIHE LMK RAL, BAT
CRIEFRITH, 2HEUOBREITTRIILLRES
Shv. KT U574 TIEDBEEERTIE, FRHIBY
LRGP HREIFAREE (Thbb OHE) IJHR
MThh, BERAE IR L MK B BEA
FIHOBHKETIIRIEL 2 VA%, D EERF R3S
T4, DERAFEOBRREICEVTHEBEORKEIEGS
N, LA LRERE ORI L 0@ Oh R 512
$% O HEDRERBTIIR RN 2B EZE S
W, il S DOBERBERBEOM G L ELE Xhb,

SO VRIYATRFRERTNVELRTORYL L
oW, BERERENEOHIKY B L7

4)  INR A AR S B 12

BT 5 EG R IE
e HE

FLWREE FF K AFE R 2250/ IR F

INBIZB T AV AVEIPIR 33 &S (3 H 3 8 L i
LHEDSEOCEREIETH B0, BHATHRS 7L LA,
TFEIIANALEILBLDIRIFICERLLEETS
Bo THNHIFEEEY 4 L Zidv3hd &Kl ERE MR
Mtk g L, K- WL, MRBLHBEL TRIFT 5,
CHSIRERBEE L Vbh, T4 VAP A -
TIHEREETALRAT AN R LN, Egeh 5%
HETOBKEIEL, TLLGOREICEAIL THH
CHTHAR U 2kE L v & W) 4R D B RO R; )
BeHE, IEILE I Z 0BT TIRIFRM, FERAICH < A,
MEIR3E™ 4V ADME, BAHEDAUE FREIZdH HAERE
EENDLI NS, FORERITIIBITLHRELEDHE
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WAL DI E T B LTI E > TS, A
CURY LTI, AL > THTEE EXLNL
RS ™ 4 L A FAULI& S 12 4543 D R sede Vet 2o Tidk
~N7e

VR 4/ Y ) AR RO T/ N L i G N/ I /N
W LTWbZ ek TETWD, RSV A
VA FARUERIZBOTH ™7 A b AHUGUN 1R 2 Ik
VORI D WO RIE RO, WS 1L S DR T
RUPLH A bAL Y, FEAA DN EEZLND.
FRSDHIAZIYMEL 3 T, Widr, & 512 systemic
ZANTE 2 B BT HEYE DS S s 8T B, gl 5 HEC
APE O EE LT AL A BHIN BT D TR b —
YADEGR, LR A (NO) D HEYE A D B
AL, FIUZOWTIE, A ORI B bz,
WA 2 IR B D RS IR0 0 H5 WM 2 i, Mt
DREIE DR shD L EZONDH, NG
DR 2k, BINE Y (NPS) H~
D RS 7 4 1L AUEHN IgG, 1gA HUkDWBLAS, A L
2D &, BIRREIR OB RO 121Z-- B L T
WL IEANRINTVS, KEIZL ORI A S8,
LERANDWERIZOWTER T,

— fx & H

001 H. influenzae \Z & 5 /& ZMi& €7
WAZ BT B REOSIREE DA W
TS - EINFIE - AR R
HEGE - - LOE=
BOHD KA DE 2 B A 4 -

HAy: 00 g3 fotitp&deo Y EIEINE Tdh % H. influenzae
I2 1% B -lactamase # " #k £ 72 |2 beta—lactamase nonpro-
ducing ampicillin-resistant (BLNAR) #k7% & OfPEHEA*
MEEZ>TWD, —h, AR LHEIEYE % R340
PUREL LT, f-lactam %, 7t oFx /o ZEnil
1277074 KR (THIA4FRLED) HIEELHTFON
Ho NFHZ L BIRPHGEIZTLARIZZ W &5, SR H
S ELNRE LT, f-lactam Z#E w054 FRE
DEHEFENFAZ D TILBEEFA L 72

Jii#: H. influenzaeTUM 8, BLNAR TUH 198 % A v»
722 ICR, 35 M~ 7 A% 1%t =Y Y FIZCTRER
ErEREL, MRICHE - RALZHB (CBO) #4810
ICHEMALT KEIM 2R SE72- FHMNEER
azithromycin (AZM), clarithromycin (CAM), cefdinir
(CFDN), cefcapene pivoxil (CFPN-PI), ampicillin (ABPC)
R 2 AR I DIRG L, FROBMEICIRAET 2 H My F
33 L — PERPRICTHE L CHERDE 2 LB L 72,
%7z, H. influenzae 54§ XM~ 7 A (24U % 50 mg/kg
GO MmH, MPREZE L, KNBIREICOWTL &
KREF &R 720

ERBLUZE: EHHEOBIKTORG L Y 2 ¥ 2 41C
1HEESGHOGERERD R LB L /4%, f-lactamase FEH:
PR E 7213 BLNAR FRIZH LT3 AZM A3 & (8407 i i) 32
ZoRL7: AZM OHRS5HEIZ 3 HMTH 545, hohii





