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CLINICAL PRESENTATION HISTOLOGIC | BIOMARKER TESTING™ ,
SUBTYPEP : :
I |+ Biomarker testing, including: |
| » EGFR mutation (category 1), ALK (category 1),|
* Adenocarcinoma| | KRAS, ROS1, BRAF, NTRK1/2/3, MET exon 14 |
. Establlsh histologic « Large cell ] skipping, RET (category 1), ERBB2 (HER2), Testing
subtype® with * NSCLC not — | NRG1, HER2 (immunohistochemistry [IHC]),® Results
adequate tissue for otherwise HGFR(MET) IHCSS | (NSCL-20)
biomarker testing specified (NOS) | » Testing should be conducted as part of i
(consider rebiopsy9d i multigene panel testing (MGPT) i
Advanced or plasma testing if I |+ PD-L1 testing (category 1) |
or appropriate) ! I
metastatic| |+ Smoking cessation [
disease counseling I |
. Integrate palliative P Consider biomarker testing, including:“" I
care? (NCCN » EGFR mutation, ALK, KRAS, ROS1, BRAF, i
Guidelines for S cal I NTRK1/2/3, MET exon 14 skipping, RET, | |Testing
Palliative Care) c:rclnoma ——| ERBB2 (HER2), NRG1, HER2 (IHC)S® — > |Results
] . Testi_r;g should be conducted as part of | (NSCL-20)
I MGP
« PD-L1 testing (category 1) I
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Frequency of oncogenic driver alterations

NTRK rearrangement (0.23%)
RET rearrangement (1.7%)

BRAF VV600E mutation (2.1%)

HERZ exon 20 insertion mutation (2.3%) \

[0 No actionable
ROS1 rearrangement (2.6%)

alteration

MET exon 14 mutation (3%)

ALK rearrangement {3.8%)

1 Other KRAS
mutation

@ KRASG12C
mutation

[ Other EGFR
mutation

B EGFRexon
20 insertion
mutation

Outer circle: Asian populations |
nner circle: Western populations

Bl FGFR exon 19 deletion
and LB5BR mutation

J Clin Oncol. 2022 Feb 20;40(6):611-625
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Tepotinib (VISION) 46% (different lines)

|
|
| |
EGFR Osimertinib (FLAURA) I 80% (1L) I
Lazertinib (LASER 301) | 76% (1L) :
|
|
ALK Lorlatinib (CROWN) : 76% (1L) |
|
|
ROS1 Entrectinib (STARTRK-2) | 77% (different lines) |
. !
|
I
RET Selpercatinib (Libretto-001) I 85% (1L) :
I
|
METex 14 skipping Capmatinib (GEOMETRY-mono1) : 68% (1L) |
|
|
| |

Cancers (Basel). 2021 Feb 15;13(4):804



Percent alive

Targeted therapy

Early separation, converging tails

EGFR-Mutation—Positive

Progression-free Survival

Hazard ratio for progression
or death in the crizotinib group,
0.45 (95% Cl, 0.35-0.60)
P<0.001 (two-sided stratified log-rank test)

—

Crizotinib

Chemotherapy

1.0+ Hazard ratio, 0.48 (95% Cl, 0.36-0.64)
8 P<0.001 100+
< 0.8 Events: gefitinib, 97 (73.5%); carboplatin =
2 ' plus paclitaxel, 111 (86.0%) N
w —
?n_u 0_6_ / g 80_
2 Z - -—
o g g
S @A 04+ 7 B0
= ) o
= Carboplatin Gefitinib ()
< 0.2 plus < 40-
'E paclitaxel S_
= oo . . — : . @
0 4 8 12 16 20 24 5o 20-
Months since Randomization g
' No. at Risk 0
3 Gefitinib 132 108 71 31 11 3 0 0
Carboplatin plus 129 103 37 7 2 1 0

paclitaxel

IPASS

5 10 15 20 25 30 35
Months

PROFILE 1014

Clin Cancer Res. 2012 Jan 15;18(2):336-41
N Engl J Med. 2009 Sep 3;361(10):947-57
N Engl J Med. 2014 Dec 4;371(23):2167-77






Rapid response to ALK TKI

Baseline After 9 days After 15 days

Nasal prong 6L/min Room air, D/C OPD



(n=37) BRAF : @ BRAF non-V600E
| I 12 - '
(n=32) MET I 2 @ PD-L1 High
5 1 @ PD-L1 Intermediate
(n=246) KRAS | %— 01 ‘ KRAS @ PD-L1Low
]
(n=27) HER2 : E 8+
| 2
(n=115) EGFR I E 64
I ',‘2; MET exon14 @ ° HERZ BRAF V600E @
(n=19) ALK 5 a ROS1 o @ EGFR exon 20
16) RET | E @ Classic EGFR
= 3 °
(n=16) | 5 , atkis PEY
{n=6) ROS1 | F
0 ] T T T 1
i L] ] 1 1 1] 1] 1 0 2 4 6 8 10

0 10 20 30 40 50 60 70 80 90 100
Percent of patients

B 0 B sD N PR/CR

Progression-free survival (months)

Low TMB, Cold tumor, Immunosuppressive microenvironment

Ann Oncol. 2019 Aug 1;30(8):1321-1328
J Immunother Cancer. 2021 Aug;9(8):e002891



2 DTP State :
Treatment-Naive Tumor | (Minimal Residual Disease) ' Proliferative State

Drug-Sensitive _ : ; ~__ Drug-Sensitive
Cells ~ g — Cells

— > Tumor flare

(i) Pre-existing
Selection

= 6 : 2 .‘ 5 :ly
M A4 ’L"'l/
" Drug
E withdrawal
Dead ! Tumor
cells \

Pre-existing
DTP cells

(ii) De novo — > Resistance
Induction : (oligo, systemic)
Drug Treatment : —
weatient ik MR
\ LCT 2. Activation of Bypass pathways
3. Epithelial to Mesenchymal
Transition

Cancers (Basel). 2026 Feb 28;18(5):779



Clinical

Cancer Therapy: Clinical neggla“::r:

Disease Flare after Tyrosine Kinase Inhibitor Discontinuation in
Patients with EGFR-Mutant Lung Cancer and Acquired Resistance
to Erlotinib or Gefitinib: Implications for Clinical Trial Design

Jamie E. Chaft, Geoffrey R. Oxnard, Camelia S. Sima, Mark G. Kris, Vincent A. Miller, and Gregory J. Riely

Abstract
Purpose: Treatment of patients with oncogene-addicted cancers with tyrosine kinase inhibitors (TKI) is
biologically and clinically different than with cytotoxic chemotherapy. We have observed that some
patients with EGFR-mutant lung cancer and acquired resistance to erlotinib or gefitinib (RECIST progres-
sion after initial benefit) have accelerated progression of disease after discontinuation of TKI. To examine
this observation and define the course of patients following TKI discontinuation, we systematically
evaluated patients enrolled on clinical trials of agents to treat acquired resistance to erlotinib or gefitinib.
Methods: We evaluated patients with EGFR-mutant lung cancer who participated in trials for patients
with acquired resistance that mandated TKI discontinuation before administration of study therapy.
| Disease flare was defined as hospitalization or death attributable to disease progression during the washout
I period.
: Results: Fourteen of 61 patients (23%; 95% CI: 14-35) experienced a disease flare. The median time to
I disease flare after TKI discontinuation was 8 days (range 3-21). Factors associated with disease flare
: included shorter time to progression on initial TKI (P = 0.002) and the presence of pleural (P = 0.03) or

I CNS disease (P = 0.01). There was no association between disease flare and the presence of T790M at the
I
1

time of acquired resistance.

factor receptor TKIs, discontinuation of erlotinib or gefitinib before initiation of study treatment is
associated with a clinically significant risk of accelerated disease progression. Clinical trials in this
patient population must minimize protocol-mandated washout periods. Clin Cancer Res; 17(19);
6298-303. ©2011 AACR.

Clin Cancer Res. 2011 Oct 1;17(19):6298-303



EGFR EXON 19 DELETION OR L858R MUTATION™

Progression®bP
on Osimertinib
or Lazertinib £

Amivantamab-
vmjw xYy

Asymptomatic

Symptomatic

>

Systemic

Limited

progression®c¢

Multiple

lesionsdd

d—>

» Consider definitive local theral?x &eg, SABR
or surgery) for limited lesions?*“¢

» Continue Osimertinib or Lazertinib £
Amivantamab-vmjw**YY

« Consider definitive local therapy (eg, SRS)®®®
» Continue Osimertinib or Lazertinib %

Amivantamab-vmjw**YY
* NCCN Guidelines for CNS Cancers

» Consider definitive local therapy (eg, SABR
or surgery)P

» Continue Osimertinib or Lazertinib £
Amivantamab-vmjw**YY

» Therapy for multiple lesions, below

Carboplatin/Pemetrexed + Amivantamab-vmjwYY

if not previously glveanonsquamous)

category 1) (preferred)
or

Lazertinib + Amivantamab-vmjw**YY (if not
previously given) (useful in certain circumstances)

or
Systemic therapy999:hhh (NSCL-K 1 of 6)

Progression,
see therapy for
multiple lesions
below

Progression,
Systemic
Therapy,
Subsequent

(NSCL-K 5 of 6)



55/F, Never smoker, ADC, LUL, cTAN3Mlc, (IVE
M/lung to lung, brain metastasis,

e | v
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Osimertinib (H| &2 &) Gefitinib (&) Beyond PD, Gefitinib (&2 &)



Osimertinib with or without Chemotherapy
in EGFR-Mutated Advanced NSCLC

Planchard D etal. DOI: 10.1056/NEJMoa2306434

m FLAURA2 Strategy (Osi + Chemo)

* Eradicating DTP Pool: Adding Platinum-Pemetrexed
Osimertinib + Chemotherapy Osimertinib Monotherapy chemotherapy directly targets and kills non-
N=279 N=278 proliferating/persister cells.

* Deeper Response: Achieves a significantly deeper initial
FLAURA2: Overall survival P P iev gnifi y deeper initi

Median OS with osi + CTx was 47.5 months Mo aon response, reducing the total MRD burden.
B osi+CTx 144/279(52)  47.5(41.0,NC)
10+ - > 3 s
2 years B Owwes  vimwpy WS@nan * Delaying Resistance: Depleting the DTP reservoir prevents the
HR (95% CI) 0.77 (0.61, 0.96); p=0.02

o
@
1

subsequent evolution of resistance mechanisms.

4 years

Probability of 0S
o
o
L

o
>
1

02+

Medan follow-up (censored pasents), months (range )
Jei + CTx $1.2 (02-60 4); Oni mono 51.3 (0.1-60 1

00 T — T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)

N Engl J Med. 2023 Nov 23;389(21):1935-1948



Emerging role of LCT

Patients with
Stage IV Standard group:
oligometastatic TKI Observe the
NSCLC domizati safety and
(EGFR- - fandomizafion — | scientific *| Follow-up
mutanttype) | 00 N e e e e mm - = = validity of this
having N Treatment group: |! study
rececived i | TKI+SBRT :
e I
initial therapy _——— — = = = = —

a 100-

‘:_u 100 )

E o (-g 80~

)]

g - 3

(TR =

§ - i P

8 ,,4— TKionly & .50 il only

8 | — Tki+rT S

= 0 T I 1. 1. & & 111 rrr 0 T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 6 12 18 24 30 36 42 48
Time (months) Time (months)
TKionly 65 65 62 48 28 8 3 2 1 0 0 TKionly 65 65 55 26 9 5 3 2

TKI+RT 68 67 67 65 60 51 37 22 12 5 1 TKI + RT 68 68 66 56 36 20 14 9

JNCI: Journal of the National Cancer Institute, 2023, 115(6), 742-748
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45Gy/3fx to RLL, 24Gy/3fx to T9

LCT (2310)
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70/F, ADC, RLL, cT1c

Brigatinib ongoin
LCT (2310) & 501G



Strategies for managing acquired resistance

4 Y
TKI-Acquired _

Resistance T

. _J/ . .
.l Oligoprogression
e e A i i I
Systemic Not anfenable to LAT l LAT appropriate
Progression eTTTTTmmTTTTmommemes :

)
/&

P P—.

NGS:
Tissue and/or Liquid Biopsy

L e === I e e == == = —
1
prEEEEEEEEEEEEEEEE- '. """"""""" i
. : v LAT + TKI continuation
Clinical trial Consider‘systemic Standard next-line  (Clinical trial preferred if available)
(preferred if available) therapy tailored to systemic therapy
specific resistance (eg. platinum
mechanism* doublet

chemotherapy)*
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85/F, ADC, RUL, cTAN3M1c2, IVB (L858R), Osimertinib (24

Gene
EGFR

RefSeq
NM_0052285

Exon NT Change
21 ¢.2573T>G

AA Change VAF* !

oleusS8Arg 9503 !

e e e e e )
\'

2410

DNA Copy Number**

Liquid NGS (AlphaLiquid® 100)

2601

Variant Type

Amplification

Amplification

Amplification



Hypertension
Proteinuria
Wound healing
complications
HFSR

ATE

*VIE

LV dysfunction
QT prolongation
Hemorrhage
Dysphonia
Mucositis
Diarrhea

Toxicity Follows the Target

Fluid retention

Improved glycemic
control

Skin rash
Diarrhea

Hair pigmentation changes

Cytopenia

LV dysfunction

Fluid retention
Mucositis
Hypophosphatemia
Neutropenia
Cardiac conduction
abnormalities

CA Cancer J Clin. 2013 Jul-Aug;63(4):249-79



Number at risk

<40 mg in first 6 months 105
=40 mg for first 6 months 124

LUX-Lung 3 and 6 trials

1.0 4 Median PFS
. n (months) HR (95% Cl) Fvalue
- = - <40 mg in first 8 months 105 11.3
- h —;L —— =40 mg for first 6 months 124 11.0 1.25(091-1.72)  0.175
0.8 |
2z
i)
o
o
2 0.6
=1
w
L
o
804
o
E
k7]
w
0.2 4
0‘0 A T L] T T T T T T U 1
3 6 9 12 15 18 21 24 27
Time (months)
87 75 58 4 26 15 6 2 0
93 76 62 36 24 16 4 1 0

Afatinib trough plasma concentration, ng/mL

Effect of dose adjustment on the safety and efficacy of
afatinib for EGFR mutation-positive lung
adenocarcinoma: post hoc analyses of the randomized

180

Y

@

o
I

140 4

120

100

80 1

60

Patients who remained on

. afatinib 40 mg until day 43
- Patients who dose reduced to — o = o=
afatinib 30 mg before day 43 I |
0 Patients who dose escalated to | ‘ |
afatinib 50 mg before day 43 ! |
: | . :
L ™ I -
; . I . ] I
. 1 :
. : . |
. I E .
: .
I I
[ |
|
|
. ! 3 I
40 mg 40 mg 40 mg I 40 mg 30 mg I s0 mg
(n=282) (n=22) (n=47) (n=284) (n=59) l (n=49)
Day 22 : Day 43 I
AfatinibdoSe — — — — =

Ann Oncol. 2016 Nov;27(11):2103-2110



Impact of Modifying Lazertinib Doses on Effectiveness | |

» -

and Safety in Patients With EGFR-Positive Advanced ‘
Lung Cancer: A Multicenter, Prospective Observational |

Cohort Study

Patient Enrollment
(Approximately 28 months)

Initial Lazertinib 240 mg

Maintained at 240 mg
within first 12 weeks
— 240 mg group

Reduced to 160 mg
within first 12 weeks
— 160 mg group

\/

Follow-up:

24 months after last patient enrollment

Outcomes:

Primary — PFS in 160 mg group
Secondary — Comparison of efficacy/safety in both

group

Thorac Cancer. 2025 May;16(10):e70083



ICU care & recovery Cardiac arrest due to TdP

>Gr 3 AE pneumonitis
Osimertinib (1.1%), Lazertinib (0.8%) >Gr 3 QTc prolongation (QTc > 500 ms)
Brigatinib (3.0%), Alectinib (0.7%) Selpercatinib (4.0%), Osimertinib (0.5%), Crizotinib (1.1%)



NGS in Driver-Negative NSCLC

158 WT patients = 95 (60.1%) actionable alterations - 32.6% (31/95) received matched target therapy

63 (40%)

1(1%)
2(1%)

5(3%)

16 (10%)

Sl 1 (1%)

34 (22%)

9(6%)

7(4%)

3(2%)

2(1%)
5 (3%)

1(1%)

1(1%)
1(1%)

1(1%)

® EGFR mutation

m ALK fusion

® ROST fusion

= BRAFmutation

= RET fusion

® MET amplification
= MET skipping

“ NTRK2fusion

™ ERBB2amplification
“ IDH1 mutation

B FRBB2 mutation

¥ FGFR1amplification
® KRAS mutation

B PIK3CA mutation

% NFI mutation

® PTEN mutation

® Not found

63 (39.9%)

21 (13.3%)

24 (15.2%)

50 (31.6%)

Cancer Res Treat. 2020 Apr;52(2):543-551

I m £GFR ALK ROST |

| m Tier 1 variant |

"™ Tier2 variant ~—
= Not found



released by
tumor cells

Tumor antigens T cells are
presented to T cells activated; they
proliferate and
differentiate into
effector and
memory cells

Activated ?Tumor
Cell

Effector T cells
recognize
tumor antigens

A.ct'i'vated
ST Cell

T cells kill e
tumor cells ‘

HAY R, HA HLS 2 XS AL =3 = “Eg| 0|2~
MHY|o| ALt MEE ES
TM=ZS HYZE 27}1X|: CTLA-4, PD-1

UM ZO| HH 3|L4|: pp-L1 —

Mo o

U= Hote FEH0| PD-L10| Y=
MEZ FMELICE PD-L12 T ME2|
PD-10f| 2AtE|0f T M|ZE7} SMES
Z0|= HS U2 4 AYBLICH HY
RH2 PD-L10| Bitg|= S
SHALICH ZIPHOE T M EE AMES s
ZAY 4 YBSLICH HY Q= 5 PD-1 XX -2
kx| Q0| UZLICE PD-1 ARHE ,
T MIZoll S£AElL|ch PD-L1 HRIFIS by ,g'- -
ObM|Z0f| SAHEILIC, >

PD-1" %

PD-L1 SA|A| L HZ

J Korean Med Assoc 2021 May; 64(5):326-331
Nat Rev Cancer. 2012 Mar 22;12(4):252-64



PD-L1 expression, TPS (tumor proportion score)

A: TPS <1%
B: TPS 1-49%
C: TPS >50%
D: TPS >50%

J Cancer Res Clin Oncol 2021;147(5):1547-1556



* PD-L1 expression’* TMB 1%, driver mutation (-): good response

<

« &= SIS E memory T cell 7| HH| X|




Overall survival (%)

open-label, controlled, phase 3 trial

HR 0.6 (95% Cl 0-56-0-85), p-0-0003

Pembrolizumab

T_maim ol

Chemotherapy

“r—

TPS 2 50%

Pembrolizumab versus chemotherapy for previously | - | -
untreated, PD-L1-expressing, locally advanced or metastatic
non-small-cell lung cancer (KEYNOTE-042): a randomised,

HR 0-92 (95% Cl 0-77-1-11)

Time since randomisation (months)

TPS > 1-49%

Lancet. 2019 May 4;393(10183):1819-1830



TMB-High - 1*Neoantigens = Better ICI Response

Tumor mutational burden status

1.00+
P<.001
-, 0.751
= Tumor mutational
= burden-high
° =20 mutations/Mb
S 0.50- ( /Mb)
[=
= Tumor mutational
5 burden-low
0.25
< (<20 mutations/Mb)
D | | | | |
0 10 20 30 40 50
Time, mo
No. at risk
Tumor mutational burden-low (<20 mutations/Mb)
768 461 230 123 41 5
Tumor mutational burden-high (220 mutations/Mb)
122 79 40 31 17 4

JAMA. 2019 Apr 9;321(14):1391-1399



ESMO guideline

Stage IV NSqNSCC, molecular tests negative (EGFR/ALK/ROS1/BRAF/RET/MET/EGFR ex20ins/KRAS G12C/NTRK/HER2F without contraindication for immunotherapy

+

hd
Oligometastatic

:

A
[ ECOG PS and PD-L1 expression level ]

PS 0-2 and
PD-L1 =50%

Pembrolizumab
[I, A; MCBS 5¢]
Jl.tPLuIlEUﬂmh
(also for 1Cs =10%)
[I, A; MCES 57]
Cemiplimab
[I. A; MCBS 47)

(for PS 2 for all drugs:

[, B])

\

Disease progression®

o

izumab [I, & MCBS
cles) followed by

Mivolumab=ipilimumab + 2 cy
nivolumab—ipilim
D&r‘niplimatu—platirmr‘n-r:luut:lvt LhT |_-1 Cy

gs) followed by
cemiplimab + pametrexed maintenance’ [1, A]
Durvalumab-tremelimumab—platinum-doublet ChT (4 cycles) followed by
durvalumab—tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance'
[I, A; MCBS 47]
Nivolumab-ipilimumab (only for PD-L1 =1%)' [I, A; MCES 4%

3]

!

+

v W
PS 2 and PS 3-4
PD-L1 <50% regardless
of PD-L1

WY
Platinum-doublet ChT
[carboplatin pr
I, A; pem
preferred
Maintenance
pemetrexed if

improvement to PS 0-1
[MCES 4]

ent ChT
wed: I,
emcitabing,
leu elbine or
docetaxel: |, B]

Single-:

Ann Oncol. 2023;34(4):358-376




Percent alive

Delayed separation, early crossing, long tail |

_ PD-L1>50% PD-L1>20% PD-L1>1%

33.2%

Immunotherapy
/
| | |
1 2 3
Years

39.1%

Overall survival (%)

27.3%

HR 0-69 (95% Cl 0-56-0-85), p-0-0003

Pembrolizumab

Chemotherapy

o=

KEYNOTE 042 (PD-L1>50%)

Lancet. 2019 May 4;393(10183):1819-1830
J Clin Oncol. 2023 Apr 10;41(11):1986-1991



-

o

o

B
1

4-YEAR OS RATE AFTER

0% | 35 CYCLES (EST.): 61.8%

60% - Approx. 6 years
after randomization

40% -

20% -

ESTIMATED OVERALL SURVIVAL RATE (%)

0%

1 1

0 12 24 36 48
MONTHS AFTER COMPLETING 35 CYCLES (APPROX. 2 YEARS)

Immune Memory: Sustained Survival After ICI S 0

LONG-TERM SURVIVAL OUTCOMES IN PATIENTS COMPLETING
35 CYCLES OF PEMBROLIZUMAB (KEYNOTE-042)

2+ PATIENT COHORT:

Completed 35 Cycles: n=102
22 (16.0% of PD-L1 TPS 21% group)

»» RESPONSE:
@ Objective Response Rate
(ORR): 84.3%
= SURVIVAL SUMMARY (at data cutoff)
& Total Deaths: 341102 (33.3%)

v Median OS (from completion):
" ' NOT REACHED (NR)

2 POST-TREATMENT SUCCESS

® Alive without PD or subsequent
therapy: 41 patients
(40.2% of completers)

J Clin Oncol. 2023 Apr 10;41(11):1986-1991



80/M, Never smoker, ADC, RUL, Staq  |1IE
- Driver mutation (-), PD-L1: 100%

>

COVID-19 pandemic: 2.6Y drug holiday

1903
After 2 cyc

Drug holiday (2.6Y)

2209 > 2409
Pembrolizumab maintain



Progression

Pseudoprogression

Percentage change from baseline of sum of measures of

target lesion

304

20+

104

-10

=20

30+

RECIST 1.1 iRECIST describes data management, collection, and use
's — =~ ~ =~
iuPD I/
/| ‘PTOBES&)FI Progression criteria Now meets criteria for progression
no longer met with a new lesion and 20% or more ' )
\ increase in target lesion from nadir. BRI
g
| : Thisis iUPD and not iCPD as stable because
LIED disease or partial response has !SD and
\ / intervened and so the bar has been iPR have
N \ reset occured
- since
— iUPD
atTP1
Progression here based
on an increase of 20% or isD
more in target lesions
- iPR
Now meets criteria for stable !
disease from baseline so T
progression not confirmed Now meets criteria for
partial response from nadir
or baseline so is iPR
—— Targetlesion —— Non-target lesion Y New lesion
Baseline TP1 TP2 TP3 TP4 TP5
Timepoint

Lancet Oncol. 2017 Mar;18(3):e143-e152



» 1L: Paclitaxel/cisplatin

e 2L: Pembrolizumab (220228-)

220204

S

—— >
220404 iPR 220516 220404 isD 220516




AEs of ICls (irAE)

* Encephalitis
e i * Meningitis
: gvuems . Fatigue = Robmewopatiy
Jepm oy * Guillain-Barré syndrome
. g;:,j;::;:":ms and/or o Subicite tafla tory
[} &
* Episcleritis and/or scleritis awOpetine
40 37 * Retinitis ST,

* Thyroiditis

* Adrenalitis

* Myocarditis
» Pericarditis

35
30 « Pneumonitis \
* Pleuritis
25 * Sarcoid-like granulomatosis
20 16 ;
15 12 10 @! g * Interstitial nephritis
10 5 I 6 * Pancreatitis L (i * Glomerulonephritis
2 1 1 1 » Autoimmune dlabetes S rg@nsne! ‘
0 Dl
I- I L - — — l — g R \ * Colitis
~ X

5
/ ~ = Enteritis
/ >,\ > . SLi « Gastritis
/ g\"’\ * eﬁo 65° % AP P A A I e e
LN (2 T 7 J7 v Y ek
% > Ty / o O * Vitiligo
)\’)\ 1 ~ S_ - %% B « DRESS
AR ey N * Psoriasis
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