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CRISPR technology can be used to remove existing DNA or insert new DNA sequences. This figure, adapted from a model created by the University
of California, San Francisco, shows how CRISPR can be used to knock out cancer-promoting genes.

DNA editing

A DNA editing technique, calle
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“ Identification of patient-specific
cancer genomic mutation(s)

Patients with lung cancer

Biopsy

v

Genomic DNA mutations

|

19 20 21

Mutations: E19del T790M L858R
Editing: replace/destroy  destroy  replace/destroy

E HDR-mediated repair of mutated EGFR

CRISPR/ SgRNA

Nickase J]_‘}" Patient
; 19 (E19del) -
HDR SgRNA
' 19 (wt) ' Donor

or

CRISPR/ Sgﬂfﬁ

Nickase <J] 7 Patient
: 21 (L858R) :
HDR SgRNA
' 21 (wi) ' Donor

[d HDR- or indel-mediated
destruction of mutated EGFR

T

CCTCCACCGTGCAACTCATCATGCAGCTC
GGAGGTGGCACGT TGAGTAGTACGTCGAG

EGFR Exon 20 (C>T, T790M)

CRISPR/ or

Cas9 J] sgRNA
CCG ACATCTCCGAAAGCC
GGC TGTAGAGGCTTTCGG

| | EGFR Exon 19 (del ELREA)

T 1
HDR NHEJ
Insertion of stop codons Random insertion/deletion

TGA
ACT

= Frameshift indel
= In frame indel

Virus-mediated delivery of CRISPR/Cas
system to treat localized and metastatic
EGFR-mutated lung cancer

Virus (CRISPR/Cas-EGFRmut)

¥

v
*
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Key Immune Checkpoints

Tryptophan
B7-1 or B7-2 CTLA-4

|001/. J\
Ny

PDL-1 or PDL-2 PD-1

APC

T Cell

IDO is one of several immune response checkpoints that may be involved in tumor
immune escape. Increased IDO expression by antigen presenting cells leads to tryptophan
depletion, resulting in antigen-specific T-cell anergy, and regulatory T-cell recruitment.

el ol L 5 b s Ol 230 (18) JS

it Indications
Therapeutic Target clinical .. Company
(all clinical stages)
stage
melanoma, RCC,
nivolumab PD-1 Phase 3 NSCLC, many Bristol-Myers Squibb
others
pembrolizumab melanoma,
(MK-3475) PD-1 Phase 3 NSCLC, Head & Merck
Neck, bladder
NSCLC,
MEDI4736 PD-L1 | Phase 3 melanoma, other | ~StTaZeneca/MedImmune
(AZN)
advanced cancers
NSCLC, RCC,
MPDL3280A PD-L1 | Phase 3 bladder, other Roche/Genentech
advanced cancers
MSBO0010718C | PD-L1 | Phase 2 Merkel Cell, other | pp iy oo
advanced cancers
pidilizumab PD-1 Phase 1/2 S;;ZE?H:MIHPIE CureTech
MEDI0680 PD-L1 | Phase 1 advanced cancers AZN & Amplimmune
I
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