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Obtain Expression Data for Responders and
Non-Responders to a Checkpoint Blockade
Therapy

s}

é

Determine Gene Expression Level Differences
Between Responders and Non-Responders

:

|deniify a Subset of Genes Differentially
Expressed in Responders and Non-Responders

é

Generate Stafistical Model for Predicting
Efficacy of the Checkpoint Blockade Therapy
Using At Least Some of the Subset of Genes as a
Predictor Sef of Genes and the Expression Data

P

;

Obtain Additional Exprassion Data for
Additional Subject

210

:

Deternine Whether Additional Subject is
Likely to Respond Positively to the Checkpoint
Blockade Therapy

Y
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Obtain Expression Data for Subjects Having
and Subjects Not Having an Adverse Reaction
to Checkpoint Blockade Therapy

7y,

:

Determine Gene Exprassion Level Differences
Bstwean Subjects Having and Subjcts Not
Having an Adverse Reaction

é

_ Identify a Subset of Genes Differentially
Exprassed in Subjects Having and Subjects Not
Having an Adverse Reaction

:

(enerate Statistical Model for Predicting
Adverse Effects of Checkpoint Blockade Therapy
Using Af Least Some of the Subset of Genes as a
Pradictor Set of Genes and the Expression Data

é

Obtain Additional Expression Data for
Additional Subject

P

;

Determine Whether Additional Subject is
Likely to Have Adverse Reaction to the
Checkpoint Blockade Therapy
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Obtain Expression Data for Subject

|

Determine Expression Levels for At Least Three Genes
Selected From BRAF, ACVR1E, MPRIP, PRKAGT,
STXZ, AGPATS, FYN, CMIP, ROB(M RABACC,
HAUSS, *«*\JAPZB SNX6, ACVRB, MPRIP, P*«B,
NLRX1, ELAC2, MON1B, ARF3, ARPIN, SP?YDB
FLE?,TI%&P GSEY, POLR3K, PIGO, MFHASY,
NPIPA1, DPHB, ERLINZ, CES2, LHFP, NAIFY, ﬂ\._f‘AI\f
SYNE1, SPINTY, SMTN, SLCABAY, SAP2S, WISPZ,
TSTDY, NLRX!, \iPIPA HISTIH2AC, FUTB, FABP,
ERBB2, TUBATA, )aACJE SERDH\H RAI4,
SIRPA, MT1X, NEK3, TGFB3, USP13, HLA—DRBLL,
{GF2, and MICAL1

|

Dete mine Whether Subjectis Likely to
Respond fo a PD1 inhibitor andfor a CTLA4
inhibitor

FIG. 2C
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Selected 10,000 Highly Expressed Genes | _~410
From Four Melanoma Patient DataSets

;

Calculated 49,995,000 Gene Expression n
Ratios For the 10,000 Highly Expressed 0

(enes
Retained 11,994,541 Gene Expression Ratios 20
Having Fold Changes That Maichad Patient 4
Response

;

Selected 404 Gene Expression Ratiocs With {440
U-Testp<0.05

%

Filtered Qut Gene Expression Ratios Having 150
Outlying Standard Deviation and Filtered Qut
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:

Selected 201 Gene Expression Ratios. -~ %0
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