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Old-school clinical frials:
Product development-driven
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AIms of new-school clinical trials:
1. Earlier candidate up selection
2. Learn about biology
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Early phase experimental medicine trials

Test various vaccine concepts in similar experiments, e.g.,
« Anfigen classes
* Vehicles, adjuvants
« Character of immune response
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Up select approaches < Challenge with Mtb
Learn about protective immunity
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Efficient test of concept trials: Comparison
of efficacy in preventing TB infection
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Efficient test of concept trials: Comparison of
efficacy in preventing recurrent TB disease

N~1,000
adequate

adaptive——

s follow-up

| TB disease



Newly idenftified correlates of risk of TB for
reducing sample sizes of efficacy trials
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Lesson 2: Sample size!
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Cases: Nn=49
Conftrols: n=98
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Lesson 4: Analysis approdach!

Seatt %f
SGtVl BioMed Random subsets classifiers out-perform Pair-SVM in prospective windows




Lesson 5: Cellular tfreguencles!

Sinalets Monocytes and Ti K
R ing —_— =] Ilymphocytes — ime Emﬁ — Aeeper ——
200K - 200K ;
Klﬂ“j
T 150K 150K - E
a § 10°
Y ook D 100k ; k:
. e [re ]
50K - 1 | —_— > i 03
L e e N BRI e e ot B LA I — T 5 B —
0 50K 100K 150K 200K 250K 0 SOK 100K 150K 200K 250K o 100 200 300 o 10? wt
FSC-A Time <Qdot 605-A>: CD14
—— LivelDead—— __ —— Monocytes Teells — —— Bcells ——— mDC
107 © 105 @105
- 8 1 E T ]
200K 4 - r . %] [=1 o
. -| || 72 1t ti!m‘ - ';m“
glﬁﬂ(— E 7 i E
gll‘lﬂ(— umz E "L_ l:fm:_
E 0 & o
= d o S "
v v
LI L L BB ALY L o LR L B L LRERE Lon B BELLALE LEL B L IS LA B LRRA B RaRRLL| T T LRBLEN o B LR LU IS L LAY LA B
o Ll i 10° [ bl wt 1w [ 10° 10t 0 o 10® 10* 105 [ Rl wt w0
<FITC-A>: CD45 <Qdot 605-A>: CD14 m;:a Fluor 700-A>: HLA-DR <PE-CyT-A>: CD19 <Alexa Fluor 700-A>: HLA-DR
. |18 CDB T-'De"s a1 §1.2 0205 CD"’ T-ce“s 548
10° 4 107 4 1054

—

CD45RA
>

=]
]
1

<APC-A>

=
S 1l

-

18.2 1.88
Ty

o r:l‘ I 1|IJ3 Iuli“ 109 I I-rll:l.| I -nl:F I-||I:|" IﬂIF o 10? il 10
<PE-A>: CCrT <Horison V500-A>: CD4 <PE-A>: CCr7

=

. Seattles
satVvi Biomed




Lesson 6: Currdil processing)!
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Current practical package for correlates of
risk or of protection studies

1. Paxgene RNA

2. 50ul for absolute numbers
3. PBMC*

4. Plasma/serum

(Paxgene DNA)

*OK for cellular analysis, not for unbiased gene expression?



