VOL.50 NO .4

palivizumab O % &M B X Y B RE D KES

215

[FZ -

ERR]

RpER B X O BB % palivizumab O
VB X OSRYERE O

_’N Wt - & FRY LT TEY - mEa s bR Y RRE B
EEHERY - S mAY - EAR RPNk ® -5l SR - 2R HEY
# Y - 1D MY - UBH @SR - R R - BRI A - mRE WP
ANIHEZZEY - K Y - EH R - BURRKEERT - BOE 8Oy - R AT
R RY - & KEY - RH O RRYY - B G

NS SE TG e/ NJERE,2 HRF BR R R A MY s B RE e e Rl > 7 —,

PHAR A TR v 7 — WA SR BIERE, AR PR A TR AR s e 2 ML R
THORER R AN R, Y EEM R EREGER v 7 —/NER,

Pl R RRER R AR v & — A R, VKRBT AR AR v 7 — B R,
YL HRERRENERE, VB SRR B/ R,

CBL: MBI AL CE L9 e R

) R IR A K i
CPR 14 4F 1 A 28 HSA) - PR 14 4F 3 H 20 HZ 2

Respiratory syncytial virus (RSV) BEH:i2xf LTA Y R 7 L& 2 SN AR 35 B TH
i 6 2 HERMOFLIE, &5 WVIEAEXMEEHIE (BPD) % EORMIEREFRE L HE T 5 24 2 H i
KO AL EE 81 #lic e MEPL RSV €/ 7 1 —F VHAKREHA]TH % palivizumab (PMAB) 15 mg/kg
% 30 HIZ 1 mIEH 2 AN L, €hLh 30 HROIMLEH PMAB REAHRIRE L Z 2 515 30
ug/mL ML EZRTDED, BLOEZEEICOWTHRE L,

1. %5 830 HA O ik, I+ 5% T 50.5+17.5 ug/mL, 2 [0l H¥5-# T 76.8+17.6
ug/mL &, WRKSH L) BiEEE L L7230 ug/mL 2L EZE R AEPE SN, $72, 30 ug/mL
P baR LA B oE &35 T 26/31 ] (83.9%), 2 M H¥ 5% T 30/31 %1 (96.8%) T
Ho 72

2. ELAFERGIFWLER B 17, FEE 6691, WAL R 4B 81, RER6BI6MHTH-
2o TNHLOFERGEOH L, W, TR CHAEREZRLZ IHAPARL, EELHABSN, »
FTNHEREHHEEIIED LN o7z, BB, Bit, BHZRLAZ1BFATRSV MBI N2, C

DENIABRIZIZE S TRAEICRE L7

3. WFEMAEORELEIZ, R-ABEMAL, AST L5, AST - ALT ® EH& 1FICEDSH

725

4. PIPMAB HLfEZME L7KER, wIhbBETHh - 72,
Dibart, A3 TRER, BYEPREREZ AT 2RO RSV &I X 5 HEE 4 FAER

BOFREZ PN 2 Z L WIFEN D,

Key words: respiratory syncytial virus, TR, & XMRICHIE, palivizumab, HLiE g B

RSV I FUZ 27 LT O LRI BT 5 il 0 Ml 50 S 48
G EDXBEREIEL R THERELIANATH S, 1ikET
I1250% DL EOZLIRAS RSV ICHIEG L, 2% TIZIFIT 100
Y% DI EHIEGT 52, Tz, BEEERD EDLOTHWY,

RSV &G L MAERICFRD SN 5B DS, FERT. - T
AT L, 5~6 7 A kb3 52, BEAED RSV &L, 4
ICHPENR, BPD % EOR MR EREE G T HIALETH

5, RSV EYTABET % 25~30% 3 RERTH L Z L9,
BPD #4 L, RSV EH LAY D 60% X FTAREHEET
ABT B ELMESITVEY, 2o, LRELEERESR
T2 B R REAIREEICH BB BWT L EIEILL,
INSDOAYBITBI B RSV &G 1L LIE LIXBUEN 72 f
7285,

M7 RSV IKGICH 3 2 — M 2 ihlEgi e L CI3M%E T

AT BTG o7 1 DX 1158 121



216 H &K At % # & % & M ik

APR. 2002

Y RNORE, NTHKOMAT, FWHEEE LIRS
RH 2595 % EOMERENERTH 2, BIEET
WCTHiREEEHNE LTRSSV I 2 F Y ORFEY, M
gEru7) YR REORS, ZLTHRT ANV AH

(ribavirin) O 7 EASRETII bR TED, TS
FRMEDSDHY, THERLTOEV, 2L 2L, T7F
PRAOBERDNEZ I s 229 v M REs T
7 BRI TR D720, RHAND T A IV ARG 0T
HIEMErH B L, TFT74T5F =V ay 7z Ouigths
HHZE, X512, KT F Y EOMBEEROW RN H
5 eV S EOMBEEIRIE S Tw5, S5, it
7 A VARG D AE T S T ISR 24 Y
ML SN TV W L EDBIRTH 5,

PMAB (&KX 74 3 22— Y4 AS% L7 RSV ISH§ %
v MEE/ 70 —F Bk TH 5, ARIEIT RSV LIRS
WAL, RSV 2 HHIT 5, ZOHEE, RSVIC X 24008 Lk
Mil~OBAZ I L, MREFRGSE, FFICHE % T 508
YSEDFIER T 5 2 A WfEsh s,

A, bHEORERS X O BPD 74 0B iR EE A
T 5 ALK T B ARG 30 HE o MiEHEE (F5 7
WEE) B X OREMIIOWTHE LD THET %,

I. M8 & A&

KIGBROFEMICHEL T, HFRFEOEMBEELZEARTH
migAE SN, KEER.

1. N %

UTFoWFNro&tbEib-TANBE NG L L,

@© MBI 85 Ak CTHAE LA T, BBRESN
FFIZ 6 2 H RO b D

@ BERBAMETET 6 A0 H LANIC BPD % & & 18 Ml e
WP B iREE (RAE SRR, FURAF, RIEREHRLVE
v, BEWA) 2T 2ANRT, 24 AEKHD D
)

%GB, UTowsThrok#EII5Y 4 % LA 813G
BROWMZEN BT 52 L & L

O fpEraTY) CERNCK L CEELREE-H 5 v
BEERT LIV —-OBEOH LD D, HDHWITRES
o) ] MEEA], ooy Vo8 s BRNEK

EZRTAREDDH 5D
@ AIBERELL S BAAH 4 B LI 0 B EREE S
BEEN2-bD

@ SEPHREIC X B ANTHA (FRbernTmg by o 2
&) BHITENTWE30

@ Hiyl1ERBEENSIZ LD

6 EFEEREREE, FFRERERE, ReRbRE, RIEAS
HHLVEZEOMOBEELEIEZHT LD

® ARIEBRSIEEIC 30% Fi0, LLL, $ 5\ ix 1.54L
/UL OBREBRAEZVEETHHD

@ RSVERZEORIYEICREL TS0

® W\E2PALDNICRE T T v BAINEL S

nzdo

© FOMBERELEA D L 13- HERiARERICA
LK L7z b @

HRICS & 728, AR ERBICSMSEL 2 LIZD
W, Bl LR LoREFITRBRO HINB LU0
B, FHRINZRHES L Okt hoimihd, B
WKEMLAWEETOARIREEZ TR E, Wolzh
AELTOVWDOTHWMETELZ L, ZOMAMEREIC
B LR FIHICOWTHICHA L, FHEEZ C#H TR
720

2. RERIEH

HEREEANZ, 154 70U PMAB 122 mg 2 &4
% BT R 2 W7o

3. kHHY - k5E

AL, 9K 1ImL 2Nz, @7 ThRVWED
1230 W - < DR, WAERNICLELETH L
b 20 7 M EIMICHE L7k, &5 L7 1mL O
HAKZEMA S ZET, 100 mg/mL B E % 5,

1SR 15mg/kg & L, &%5HIT LAY
BokEzllEL, DToRER2 e kb5 ikExat
BL, BEHIIS R H A A 1 Il W5 L 720

5= (mL)
= [ALY B OARE (kg) X 15(mg/kg) ]
/37 BUREE (100 mg/mL)

4. EBHE

2000 4F- 2 H 2 5 [F4E 6 HIZH 1) C, Table 112R7
BERA ¥ 2= VIZ L7203\ iEBR & S0 L 720 $65-101 1
A 1ECTRK 2 MG 3528 & Ld, FHikY
ELTIRE S M ETORLGIEREE L7

SR HIREEIZOWTDOBEE, NAL F A v,
Lower Respiratory Tract Illness/Infection (LRI) Z 2
7 —, BERRAF ML 72 358, N4 ¥ VA v, LRI
Aa7 =2V TiF 205 %30 HH LTI 15 HIZ
1|, ZOHBIZ1IPFICIEBETLEI L E Lz, F72,
whrh, fEsu ) CEFE R R B, 2L 20,
AMEERHEFROWBE, EEREOHRBEO DI
PRI L 22 EA OB E Lize E72, HERMIR P
OTFRiER b & L7z,

5. BISHHB X OMAN %

1 # %

O —MIRRE, HBHGPOMERADOHIIIONT
20 H#%5 30 Ht: (WE#x 5% 60 HH) $Tid15H
W21, ZO#iE30 HiC1EBEL

2) IME, IRAEL, AR, L, LRI A7 —

BEREFMOATY V2 —VTHMEL. &8, LRI
2 a7 =D T oRkETHE L,

LRI 227 —

A7 —0: Mg ER L
Aa7— 1 FAGERG:, b LAIZEREDD



VOL.50 NO.4 palivizumab D% &M B & O B O Beat 217

Table 1. Study schedule

Prophylactic use
Item Screening Day 0 Day 15 Day 30 Day 45 Day 60
Day 90/120 | Day 150
Informed consent O
Administration O O ©) ©O)
Examination and vital signs” O @) O O @) @) (O/0) ©)
Adverse event - -— >
Clinical laboratory” O O (80 days after final injection)
Urine analysis O O (80 days after final injection)
Anti-PMAB antibody @) O (30 days after final injection)
Serum conc. O O O
Body weight O O (@) (O/0)

Vital signs “blood pressure, pulse rate, body temperature, respiratory rate, and LRI score

[LRI score]
Score 0: no respiratory illness/infection
Score 1: upper respiratory illness/infection
Score 2: mild lower respiratory illness/infection
Score 3: moderate lower respiratory illness/infection
Score 4: severe lower respiratory illness/infection
Score 5: mechanical ventilation
Clinical laboratory: ALT, AST, BUN, and crcatinine
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Infants enrolled
n=34

Infants given

PMAB Infant; without PMAB
o n=3 (withdrew consent)
n=31
Completed Not completed
n=31 n=0
Fig. 1. Summary of enrolled infants.
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Table 3. Serum trough concentration of PMAB 30 days after 1 st
and 2 nd administration
Administration 1st 2nd
Mean = SD (ug/mL) 50.54+17.54 | 76.83*17.62*'
Concentration: <20 1 0
(pg/mL) <30 4 1
<40 4 0
=40 22 30
% of more than 30 pg/mL 83.9% 96.8%*°
(95% Confidence Interval) ** | (66.3-94.5%) | (83.3-99.9%)

*“Ipaired t-test (p<0.001), *’exact method, **McNemar test(NS)

Table 2. Baseline demographics of infants given PMAB

Factor No Factor No
Gender male 18 BPD yes 19
female 13 no 12
total 31 total 31
Gestation <24 2 Classification Ambulation 5
(wks) <27 10 of Hospitalization 7

<31 10 practice out—in
<35 9 in—out 18
=35 0 others 1
total 31 total 31
Age <2 4 Complications | no 8
(mos) <4 17 yes 23
<6 5 Respiratory system 16
<12 1 Cardiovascular system 1
<18 2 Central nervous system 2
<24 2 Immune system 0
=24 0 Liver and renal system 0
total 31 Others 20
Body weight <1 0 Medical history | no 2
(kg) <3 19 yes 29
<5 9 Respiratory 26
=5 3 Cardiovascular 7
mean + SD 3.14+1.66 Others 24

median 2.90
min—max 1.32~8.23
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Table 4. Main adverse events (subjective and objective symptoms)
Severity: Events
Events (Infants)
System (Infants)
mild moderate severe

Skin and limbs 6 (6) 6 (6) 0 0
eczema 2 (2) 2 (2) 0 0

Special sense (conjunctivitis) 2 (2) 2 (2) 0 0

Digestive 8 (4) 5 (3) (1) 0
vomiting 2 (2) 1 (1) 1 (1 0
diarrhea 2 (2) 1 1) 1 (1 0

Metabolic disorder

1 1 1 1

(dehydration) W 0 o 0

Cardiovascular 1 1) 1 1 0 0

(tachycardia)

Respiratory 17 (9) 15 (8) (1) 0
Cough 6 (5) 5 (4) 1 (1 0
Rhinitis 7 (5) 6 (4) 1 (1) 0

Urogenital

(urinary tract infection) 2 @ 0 2 @) 0

Congenital disorder

(umbilical cord hernia) ! W ! W 0 0

Fever 9 (6) 4 (3) 5 (4)” 0

Infection (sepsis) 1 (1) 0 1 (1) 0

Site of injection 1 (1) 1 (1) 0 0

“one infant had two febrile episodes during study.
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REARE 16, AST L5 24, ALT B4 161TH o
720 WINBIEFIHEL, AL OREBERIEEVEN
EEIN,

2) 1L PMAB Jifk
WTNOBME D HFRERIZ<1: 10 TH Y, Hi PMAB
PR YE %2R L7230 S e o 720
Im. = =

RSVIZNT I 27V AV AIZE L, LI«
PIEX D EBITEERKRETANATH S, FIZTR
T EGHEIZ D W TR E L KD 43~90%, kD 5
~40%, [RELRE XKD 10~30%, 7 )V —T D 3~10
YL BEHE KDDL,

RSV IEEESY /32 LCF, G, SHO3HD ¥ ~
NI EHTH, ZDHH, F¥rizidfiB~nizs,

AammE%E#%A&B®2O®%7747ﬁﬁE
35,

RSV IIMRIKBESIC X 0 B, #EASBEAL, ¥5H
OB 2 FE T, BRICIIARBRIE ST, 5B, ¥,
WHSETE AR, SR LD PREREBI T, SHITTAE
I o THEGH, BT 5 &, W, T3, R A
WL, Mgk, WMAEXRREOEELRTAERER D,
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TH-72

@ RSVEEay by FEFMICHLT, HE
IRAE I RSV & % A S & 72, RSV % 99% W4
S HEIZ25mg/kg TH Y, ZOREOFEHIE
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A ClaMES L 222K R ISR 69 5 2 L A%
SNTWBA, ENTLIES® L RSV RS8R 23
(APR 138k, BRR10MR) 1239 2 RO E M % M
L7zkER, T RCOBRGHRICAEDSET LI L%
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RSV lower respiratory tract illness (RSV-LRI) is often severe in preterm infants and in those with
chronic lung disease (CLD), also known as bronchopulmonary dysplasia (BPD). Palivizumab is a
humanized monoclonal antibody developed to prevent serious RSV illness in such infants. In this study,
palivizumab was given intramuscularly at 15 mg/kg every 30 days for up to 2 doses to 31 infants born
prematurely at <35 weeks of gestation who were <6 months old or infants with CLD who were <24
months old. Palivizumab serum concentrations were measured (30 ug/mL is the effective concentration)
and its safety and immunogenicity evaluated. Mean serum concentration 30 days after the first injection
was 50.5+x17.5 ug/mL and 76x17.6 ug/mL after the second, respectively. The number of infants with
palivizumab serum concentrations exceeding 30 ug/mL was 26/31 (83.9%) following the first infusion and
30/31 (96.8%) following the second. Adverse events included the respiratory system in 9 subjects (17 cases),
fever in 6 subjects (9 cases), digestive system in 4 subjects (8 cases), and skin in 6 subjects (6 cases) . One
subject developed diarrhea and dehydration and was hospitalized. Laboratory abnormalities (1 subject
each) included protein in urine, increased AST, and increased AST - ALT. None of these adverse events
was judged by investigators to be related to palivizumab. One subject reportedly had mild RSV illness
(nasal discharge and obstruction) but was not hospitalized. No antipalivizumab antibodies were observed
in any subject. Palivizumab appears safe, is not immunogenic, and may inhibit serious RSV LRI in preterm
infants and in those with CLD.



