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Logistical issues and challenges relevant to most ellectively
Implementing adeplive designs include the lollowing:
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Inadequacy of traditional dosing schema

Comparison of tota! daily gabapentin (Neurontin®) maintenance
doses calculated via “traditional” and current dosing guidelines
for a 4-year-old, 17 kg chid

. | 2003Peds’

Young | Cowling| Clark BSA Dosage
Fraction of| 25% 21% 25% NA NA
adult dose
Total daily 225 - 450 391-783 680
dose (mg)
Total daily 13-26 23-46 40
dosa
(mg/kg)

BEHBNOEHER-DEAD
T8R4 BER

> 1000 g 3&3#: 3.5 mg/kg q24h(24B6M %)
»0 43:.1200g %M: 25 mg/kg/EI 18 24 h
»7 &8 LR, 1200 g LLE: 2.5 mg/kg/[E q12h
> 8 EHLR

»1200 2000 g: 2.5 mg/kg/E q8-12h

»>2000 g: 2,5 mg/kg/[E g8h
» B A :1.5-2.0mg/kg/[E q8h

Age-Dependent Cyclosporine Dose
Requirements

Jain et o Trons Proc 232763-6, 1991
[ Adulrs (42.3£13.4 yr)
B Children (2.2£1.0 yv)

i

4 54 TE P2 AT, B0, L,

Weeks Post Transplant
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LIBRBEN
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PRIZATEEDERSR
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»20-30%0TIZ2K
-GREAMTImgR B
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FISLTORIZE SIS
# Risk 1/500 in children 0 - 2 years old with

¢Raskw:deefda;‘:lyod with age ?‘8%&**?‘*;
# Risk low (1/37.000) in oder patients with EPHBEOAELT .
» a% fgiéléi?.ﬁé—jyz - SavVLER RNENRGEILELHD
" sgnicanty gher han i adurs (3 6% 1.0 FELIBITD
» Age <13 years od independent isk factor fo ZE&H. AYEORGELLE
SEMDUS rasn Eslepsis 2004 47 118722
» ; Ié—l__:}twm"'!‘lt. RERE R
" SRVICHIMEREMD
YEOBE giEioWnT
1. RARBPRNHSHT=/NEOHMEN > AMST(E, SERERND LRELLI=TL—
RAOEEOBORR Fﬂ%bahtt\ﬁ:‘ﬁ
= , > BREBWH L ERNESNOISL
2. RACHIRRRENORLIONT - RN ER > S— (BT, SR
3. 7EUMI2WT HEREAL:, FLOERRBERR (B NRH
401128781117 —1132, 2008)

4, TO. BERBI-MH-TETELDL,
EEA

» BIAEC 7T, BEYILE Y LDH, GOT, GPT
.ALP.y - GTP, ChE, CPK, BUN, Cr, UA, Na, Cl,
Ca, P, Plat, WBC, RBC, Hb, Ht. MCV, MCH,

MCHC
FCELOREM/—M2UE EXBR LN

RBES (Ea—LvhE) O/ RERKE

[ R%x THEE | +&@ | tBa
0~1M 4.65 542 6.40
1~2M 485 5.60 6.55
2~3M 500 5.80 6.70
S~6M 525 6.18 7.10
8~T™M 5.30 8.20 715

10~11M 5.55 6.50 7136
1M~12M 580 6.53 7139
8Y 6.20 8.80 1.70
12Y 8.30 100 71.78
20Y 6.30 71.10 780

JSCOMBERBRIZESCOTAST) (/L) OB RERTHE

GOTE | THEM | +xil | RN
0~1M 19.9 340 62.0
1~2M 21.0 35.0 84.0
5~6M 240 389 68.0
Y 230 352 56.5
2y 240 330 490
8y 19.0 240 330
15Y 140 200 300
20Y 140 200 320
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BRECLIILTF= M (mg/d) DR R ERRE MR B ERR (/1) 0 B IR X448
CREE | TRl | RN LEE WBCE | TIRil | <=l LRl
0~1M 0.16 022 0.32 0~1M 480 9.90 18.45
1~2M 0.15 0.21 0.31 6~7M 4.40 9.60 18.10
1Y 0.16 0.24 0.33 11~12M 450 8.10 18.51
6Y 0.25 0.38 0.50 5Y 41 15 175
10y 0.33 047 0.65 10Y 40 6.3 11.9
15Y 0.42 0.68 0.95 15Y 39 6.0 98
20Y 0.50 0.80 1.00 20Y 38 58 95
FMBY DA RERKGE(x 10%uL) Lot
iR EEREICRRIZIE. |
RBCH | TR | PR | LBl
0~1M 290 340 410 »INRTO—B8E0EOEEIE, #h1m
5~8M 371 445 519 L/Kg~ 1.5mUKQk$h.CL\'Bo
11~12M 302 459 535 » ;gg&ﬁ;s\!&& SlcMEZOBENE
= ool MEETE e |G ST - AREIEME +F N, ORORAALS
10Y 410 478 530 AT
15Y 425 490 560 FREICIOTIITNEAREMSTLL. BAT
ENOTIR, .
20Y 430 500 580
SEHOBE A7 —LE P
. FIELEYESALNDIDTHNIZ (D) 7P
|
" RAoREOmOER T RN R M0
THo.
2. BRIPESBEREMOREIONT it A O
3. 7E~HOLT TARHS0., MERBISSNT ESEAD
4. FOH. BERBI-BH-oTHFTELVDLE, affirmative agreement (T #§, R®) )
EEs TAHPRESSARBASN S AR

Dr. Robert Neison
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Assent in Declaration of Helsinki

»When a subject deemed legally
incompetent, such as a minor child, is
able to give assent to decisions about
participation in research, the
investigator must obtain that assent in
addition to the consent of the legally
authorized representative
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LTS ‘ Risks and Benefits
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2. B AEN—BHroERL-ERMM
3. New Ballard®Bilii&(= X ST NIM
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Balancing
Over- & Under-Protection

#In the U.S., “PROTECTIVE INCLUSION"
has focused new attention
radequacy of existing regulatory framework
for protecting children in research
»FDA adopting Subpart D protections in
April 2001
FFELTOREET2ITHTIC. BRTA
METICLIE, BELCWEOLLETITIME
BEMIVYERTSHD !  7osrnnsansuns
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