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Immune and genomic landscape of NSCLC 2023
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Classification of Atypical EGFR
Mutations
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The challenge: most studies focus on classical mutations (exon 19 deletion, L858R).
But there are more than 100 mutations we see in the clinic, most without approved

TKls

A702T A750 759del ins PN A767 V769dUnASY. s768l L858R T790M C797S
£709A L858R Bl T A767 S768insTLA S76811858R 1 A58R T790M | 7180 No Approved TKI
C700K | AEAR E100iel T760M | 718y S768 D770dupSVD S7681L861Q L858R T790M L718V
E709 T710del insD Ex19del T790M G724S S768 D770dunSVD | 8580 S768| V769L L833F
£700A — S768 D770dunSVD R958H S7681 V774M L33y
E709A G719A E746 A750del AB4TT SO H773R T790M 1.858R
E709A G719S F746 A750del RG75W V769 DTT0INSASY 1744 F749del insMKK LB58R A289Y
E709K E746 T751dal ins\/ S7RRC M DT E L747 K745 delinsATSPE L858R E709V
E709 G719S Ex19del C797S V769 D770!nsGW Sraar | R58R | 833F
Ex19del C796S V769 D770insMASVD T790M L858R P100T
I(_37711ZiT790M Ex19del L792H N770 N771insNPG | 858R P848lI
Ex19del T854| D770 N771insSVD S811F | 858R R108K.
G719A D761Y N770del insGY. L 858R R324H
G719A 18610 E749 A750del AG47T D770 N771 insG
1 858R R3241
GT19AR776C STELV VR CAN D770 N771 insY H773Y | 858R S784F
F749 A750del R451H
G719A T790M N771G | R58R S7R4Y
Ex19del E746 A750del 3
G719A S768I K7EAE N771dunN | RRRR T725M
G719C S768I
7108 1747 E749del A750P N771dunN G7245 LHo8R VEI4L
37198 : 1 8610
L747 T751del L861Q NZZ1EZ72insHH
G719S L861Q N771 P772insSVNNR L861R
G719S S768!| Ex19del T790M C797S N771 P773insDNP 57681 T790M
e Ex19del T790M L792H o e R ——————
G7248 1740duplPVAK N773 V774insaH L8SER T790M L792H
G724S Ex19del H773dunH
D761N L858R T790M
G724S L858RI : H774 C775insHV
7245 T790M T751 1759 delinsN Y G R L858R L792H
T725M K757M L858R A763insFQEA L858R T854S
L718Q K757R A763insLQEA L858R C797S
1. 7180 Fx19del L747 S752del A755D G779F
L719Q L858R
1. 718\ LI4TP NT69L
17478 V769M
L718V ex19del L7475 L 858R
L718V L858R Vr7am
L7478 V744M i
E709 T710del insD S22R R776H

§752 1759del V769M
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What is the best approach to classification?
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Classification by alphabetical order
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Classification by frequency

450 10%°
Least Most
= =5 e = S #n

INTERNATIONAL

FOR THE STUDY Speaker: John V. Heymach, MD, PhD, MD Anderson Cancer Center W @TLCconference #TexasLung23

OF LUNG CANCER
Wor

rs Worldwide




Classification by structure/function
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How did we come to our current classification of EGFR mutations?

450 1015

ex19del

If our goal is to match classify mutations
based on their likelihood of response to a

given drug,
why would we base our classification on

mutation frequency or exon location ??77??

C797S
46%
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Can’t we just give everyone a third-generation TKI like osimertinib?

Time to treatment failure on osimertinib » Significant heterogeneity in response to
osimertinib
| mTTF * One TKI unlikely to be optimal for all
100+ —— Classical EGFR (N=116)] Undefined mutations

—— Atypical EGFR (N=29) | 6.4
Hazard Ratio (log-Rank) = 3.02 tati
Log-Rank (Mantel-Cox) test p <0.0001 mutations

 No trials cover the unmet need of large
group of atypicals for which no drugs are
approved

» Not practical to do trials for >100 individual
75+

 Are there more useful way for classifying
atypical EGFR mutations to improve TKI
selection?

Percent survival
(@)
?

' | ' | ' 1
0 10 20 30
Time (Months)

Robichaux et al 2021 Nature

IASLC | Xochmon

@ FOR THE STUDY Speaker: John V. Heymach, MD, PhD, MD Anderson Cancer Center W @TLCconference #TexasLung23

OF LUNG CANCER



There is heterogeneity in drug sensitivity within exons

Mutation 1
Mutation 2 i i Exon 20 point mutations
Mutation 3 Log (Mut/WT) 10004 Exon 20 insertions

(primary mutations)

Eriotinib g2 3 100y
Gefitinib o 100 @ ]
AZD3759 = 5 o]
Sapatinib | T
Afatinib - 519
Dacomitinib :uﬂ Class L ] Q
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Tarlox-TKl [WEx20ins Specific E b u AL
Osimertinib 0.001 . T . .
Nazartinip  Mutation 1st Gen Zn%Gen gx20ins 3rd Gen 1st Gen 2nd Gen Ex20ins 3rd Gen
Olmutinib Exon 18 rug Group Drug Group
Rociletinip M Exon 18
MNaquotinid | Exon 21 Exon 20 acquired point mutations T790M mutat
ini mutations
Lazertinib 1000+ (no T790M) 10000
CLND81 | ! ¥
AZ5104 1009 10009 o
Mobocerfin 3 100 As
obocertinib E 104 E 104 Wy
Ll E
i 2 £ o1 T
. 8 > 0 014 o 019 A
il § = 2 0014 2 %97
8 : S o' = 0001y AN
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Exon based approach may not be optimal, so is there a better approach?

Robichaux et al 2021 Nature
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Exon based grouping significantly reduces heterogeneity only for the
exon 20 group, but not other exons

Il Exon-based groups
2.5=

-Variance calculated for drug sensitivity Exons 18. 19. 21: not
within each group a o T ’ ’ '
(lower variance=more homogeneous 25 S|gn|flcantly better than
group) O£ 45 :

5 € random group selection
** p<0.001; grouping yields significantly é 2 1.0-
less heterogeneity than expected at S5 p
random based on full set of mutations. ¢ 0.5+

0.0=

P value calculated by randomly permuting group labels x 1000 datasets, then
calculating the proportion of permuted variances less than the original variance
within a group. Smaller p value indicates higher likelihood that variance is lower
than expected at random.

Exon 18
Exon 19
Exon 20
Exon 21

Standard error of the variance is estimated using bootstrap method.
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Structure/function-based clustering better predicts TKI sensitivity than
exon-based groups

Poziotinib [ 34 Gen Poziotinib [ 3rd Gen

Exon-based groups Structure/function-based groups
M | D | BN N DN BN DU N Group ]
um ; q | q I H e
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1 Neratinib =;':; covalent | | I Neratinid g ong oen
1 in

N | | Tarlox-TKl  Ex20ins Specific | Tarox—TK1 MEx20ins Spacihi
Osimertini  Group | 1 I Osimertinib  group
MNazartinib g classical-Like I I Nazartinib B Classical-Like
Olmutinib = Ex2Mins—L | Olmutinib = Ex20ins-1
L PACC ilatini PACC
Rociletinib TTo0M-like—35 Rociletinib T790M-like—35
Nagquotinib gy T70M-like-2R I I | LI i Naquotinib gy 17001-iike-37
Lazertinib _ | N | Lazertnib — tation
CLND81 "‘“E"’“““m 1 CLN-081 I
AZ5104 xon il AZ5104
Exon 18 - [l Exon 19
h Mobocertinib u Exom 20 | ] Mobocertinib & £, on
ZDODD Tt [ Exon 21 iy ST T M Exon 21
T g e L 5 ;ﬁ
5 2 o ’ 30
E 3 = e 2
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w = §

Robichaux et al 2021 Nature
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Structure/function based classification reduces significantly reduces
heterogeneity for all subgroups except T-790M-like and improves upon
exon-based classification

Il Exon-based groups

2.5+ Bl Structure-function based aroup (4 aroups)

-Variance calculated for drug S 20-

sensitivity within each group S0

(lower variance=more homogeneous % £ 151

group) 82

g5 10 -

** p<0.001; grouping yields > 2

significantly less heterogeneity than @

expected at random based on full set 0.0-

of mutations. ® 2y L 43¢

c c c c T c < =

S £ £ 8 T S =

W W oW 2 o

P value calculated by randomly permuting group labels x 1000 datasets, then N O |l:
calculating the proportion of permuted variances less than the original variance within ((J—U |_>u<

a group. Smaller p value indicates higher likelihood that variance is lower than
expected at random.

Standard error of the variance is estimated using bootstrap method.
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Classical-like

+ Distal to drug binding pocket
+ Modest to no impact on drug binding

L858R K754E
Exon 19 deletions  T725M
S720P L833F/V
L861Q/R A763insFQEA
S811F A763insLQEA
Sensitive &
Selective

Third-generation
Second-generation
First-generation
Exon20ins-specific

Resistant




Structure/function-based clustering better predicts TKI sensitivity than

exon-based groups

Which classification better predicts
mutation sensitivity?
Exon Structure/function

Mutation

Spearman r exon

Robichaux et al 2021 Nature
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Speaker: John V. Heymach, MD, PhD, MD Anderson Cancer Center

Which classification better predicts

Classification And
Regression Trees
(CART)

Erlotinib

Ex20ins-L,

Classical-Like, ;

T790M-like-3R

Classical T790M-like-3S,
“Like PACC EX2°'”S . T790NI like—3R

@3

n=17

(D
n=18
Exon 21 Exon 21
@8
n=7
Exon 20 Exon 20
No Yes
n=17 n=11

drug sensitivity?

Summary of variable importance

Structure Exon-

Drug function based

group group
Erlotinib 78 22
Gefitinib 90 11
AZD3759 77 23
Sapatinib 77 23
Afatinib 75 25
Dacomitinib 75 25
Neratinib 66 34
Poziotinib 94 6
Tarlox-TKI 79 21
CLN-081 91 9
AZ5104 91 9
Mobocertinib 90 10
Osimertinib 87 14
Nazartinib 82 18
Olmutinib 89 11
Rociletinib 85 15
Naquotinib 78 22
Lazertinib 91 9
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P-loop and a c-helix Compressing (PACC) mutations are predicted to the
impact ATP-binding pocket and have enhanced sensitivity for 2"@ gen TKils

P-loop aC-helix EGFR G719S EARCER
- : . » ~<0.0001
CompreSSIIjlg c 1,000, <9-29015 605 0.031
:
g
= 0.0001

~1st 2nd Ex20 3rd
gen gen active gen

EGFR G719A PDX

-e- \ehicle
o 2,000 7= Erlotinib
£ -+ Afatinib
3 1,500 1+ poziotinib
+QOsi5
» Osi 25

* Proximal to drug binding pocket

* Direct or indirect impact on drug binding
via moderate displacement of P-loop
and/or aC-helix

Tumour vo

0 Pl s . — D
0 10 20 30
Time (d)

Robichaux et al 2021 Nature
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Patients with PACC mutations have prolonged TTF with 2"d gen TKis
compared to 1st or 3'9 gen TKis

Time to Treatment Failure Time to Treatment Failure
100 PACC mTTF HR (95% Cl) p-value
_ — 1st Gen (N=17) 10.0 1st Gen (N=17) 0.52 (021'126) t 4 i NS
2 L ~ ' PACC |2nd Gen (N=25) 0.26 (0.09-0.79) o : 0.0001
b= 757 2nd Gen (N=25) 21.7 3rd Gen (N=11) 1.00 (0.42-2.40) : ¢
> —— 3rd Gen (N=11)| 4.1
= 50-
S 1st Gen (N=25) 1.29 (0.67-2.43) — B NS
O lI BAGC | 2nd Gen (N=13) 0.76 (0.34-1.71) — el NS
S_’ 257 3rd Gen (N=18) 1.00 (0.49-2.05) —1
o1 — 3 A
< >
0 10 20 30 40 S0 60 TTF on 3rd-gen worse ~ TTF on 3rd-
Time (Months) gen better

Robichaux et al 2021 Nature
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Structure/function-based groups identifies larger subgroup of patients
who benefit from afatinib treatment than exon-based groups

Exon-based groups Structure/function-based groups
Duration of Afatinib Treatment Duration of Afatinib Treatment
median median
o 100 ~— Exon 18 (N=87) | 17.4 o 100 o N
L xon 18 ( ) : £ —— Classical-Like (N=58)| 10.0
S ——Exon TI(N=T9) [ 120 S —— T790M-Like (N=68) 5.6
© ~ Exon 20 (n=195)| 6.4 © —— Ex20ins (N=76) 5.4
= _ — —— PACC (N=156) 17.1
S 50- —— Exon 21 (N=63) | 96 S 50-
§ Log-Rank (Mantel-Cox) p<0.0001 §
E 25- E 25—
O 1 1 \\_I-II_I_“-TL” 1 i Il O | | | | 1 | 1
0 10 20 30 40 50 60 70 0O 10 20 30 40 50 60 70
Months Months

Robichaux et al 2021 Nature
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Structure/function-based groups identifies larger subgroup of patients
who benefit from afatinib treatment than exon-based groups

Duration of Afatinib Treatment

Structure/Function Groups HR (95% ClI) p-value
PACC (N=156) 0.44 (0.34-0.56) —&— <0.0001
Classical-Like (N=58) 0.88 (0.63-1.21) o ns
Ex20ins-L (N=76)  1.76 (1.27-2.43) —e—  <0.0001
T790M-like (N=68)  2.63 (1.76-3.93) —e—1 <0.0001

Exon Groups

Exon 18 (N=87) 0.50 (0.38-0.64) e <0.0001
Exon 19 (N=19) 0.79 (0.47-1.33) +H—8— ns
Exon 20 (N=195) 1.80 (1.42-2.29) —— <0.0001
Exon 21 (N=63) 1.03 (0.76-1.41) —p— ns

I I I I
0.%5 05 1 2 &
Subgroup  Remainder

longer longer

Robichaux et al 2021 Nature
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Classical-like

+ Distal to drug binding pocket

* Modest to no impact on drug binding

T790M-like
e

+ At least one mutation

in hydrophobic core

+ Increased affinity for ATP compared to
classical-like mutations

» Two subgroups:
* T790M-like-3S
+ T790M-like-3R

P-loop aC-helix
compressing

Proximal to drug binding pocket

and/or aC-helix

» Two subgroups:

Exon 20 loop insertions

+ C-terminal loop of aC-helix
Direct or indirect impact on drug bindingll* Indirect and substantial impact on drug
via moderate displacement of P-loop binding (both P-loop and aC-helix)
» Ex20ins-near loop (light red)
* Ex20ins- far loop (dark red)

Representative Mutations

L858R K754E T790M-3S T790M-3R Primary | Acquired Ex20ins-NL Ex20ins-FL
Exon 19 deletions  T725M Classical/T790M Ex19del/T790M/L792H G719X C797S S768dupSVD H773insNPH
S720P L833F/V G719X/T790M L858R/T790M/L718X S768l L792H A767dupASV H773dupH
L861Q/R AT763insFQEA L747_K745delinsATSPE | Classical/T790M/C797S L747P/S G7248 D770insNPG V774insAV
S811F A763insLQEA S7681/T790M E709_T710del insD L718X D770del insGY V774insPR
V769L 18541
Drug Sensitivity/Selectivity
Sonsifive & T790M-3S T790M-3R Ex20ins-NL Ex20ins-FL
Third-generation Third-generation Second-generation Ex20ins-specific
Second-generation PKCi PKCi Second-generation _ .
First-generation ALK ALKi First-generation Ex20ins-specific

Exon20ins-specific

Resistant

Robichaux et al 2021 Nature
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EGFR exon 20 mutations occur in ~2-3% of NSCLC and in 20 other
tumor types

Common EGFR mutations EGFR Exon 20 mutant cancers

® MD Anderson
® Foundation Medicine
® Guardant Health
ex19del ® MSK-IMPACT
32.7% TCGA Provisional
® DFCIl2016
12 ® Broad 2012
L858R 101 PY ® METABRIC
23%, :\: suzC
~ T ® TCGA 2011
o 3 ® TCGA 2012
g TCGA 2013
5 21 ® TCGA 2014
G719X > ﬁ ® TCGA 2016
11.5% o ) o o
1S 1_
o )7
Mimliin :
0- LJ Lilaalinalinafs .1 = maflin alla oW 0. _W. i i -
5% L861Q O £ X = = @ — > 7T ® 0 = ¥ ® o £ 0 T © € *¥ © X T O
E709X 767dufilioV - o 0 o S o o c o © S 0o ¥ ¢ g @ T 8 =
Te ‘ 5.8% o fe23ftc2f o3850 ETSE 205
E709_T710delinsD | o Lrdrse H773insNPH wn@Z 47 = 03T > 0 c O E 2 p L O @2
T 1% ” 1.3% 1he 1.3% H773dup o] — (o E ¥ = o [ © [ © < o ] = > m - O 1}
I R z a > - = = =2 a S = %39 © 2
: < = 9 EEEpmoogpt i o " ° g
T _ o
Extracellular Exon 18 Exon 19 Exon20  f[MExon21 K Exons 22-31 c »>= @ = o > ©a
domain T - © g w =
688 728729 76 823/ 875||876 1255 © w £ ¢ =
o
= (%)
T @ =

EGFR exon 20 mutant NSCLC: ~2.3% of NSCLC

Robichaux et al 2018 Nature Medicine
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Low response rates for 1st-2"d gen TKis for EGFR exon 20 insertions

EGFR exon 20 100- Progression Free Survival
N _ORR T Median PFS
Gefitinib/erlotinib 26 0% g 89 Classical : 14mo
u:)’ 50- Exon 20ins: 2mo
Gefitinib/erlo™ (with = 40. HR =12.33
763FQEA helical insertion) 28 [7% § p<0.0001
= 201
Afatinib 9 |11% él-) 0 , . . . :
3% (wlo 763insFQEA) 0O 10 20 30 40 50
Time (months)
Total for EGFR TKils 37 8% (w/ 763insFQEA) — EGFR Exon 20 Insertion (N=9)

== Classical EGFR mutation (N=129)

Robichaux et al 2018 Nature Medicine; Heymach WCLC 2018
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Structural features of classical and exon 20 mutant EGFR: insertion
induces steric hindrance

classic EGFR+T790M Exon 20 “near loop” mutant
D770insNPG

P loop
718-726

ushed
P loop gow N
718-726 | .
o into
| , { pocke
C797 (covalent linkage) C797 (covalent linkage)

IASLC | Xochmon
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Poziotinib is a small, flexible, halogenated quinazoline based TKI

Body: Hand:
Benzo-pyrrole ~ _Reactive Group BalF3 EGFR Exon 20
(ATP mimetic) OANH 1 125 Cell lines (N=6) -
, a 8 m Erlotinib
Osimertinib [[ ) N\L 3100- Afatinib
N/)\N N = 75- e Osimertinib
Feet: Ho o | 3 = Rociletinib
Terminal Group > 507 » Nazartinib
S 5 e Poziotinib
o)
I ®
\)L 0J N _ 0 . .
Hand. 'O\ B a Body: 0.001001 01 1 10 100
- o Z uinazoline log[Inhibitor], pM
Reactive Group : core
NH Poziotinib average 1C5,: 1.09nM
Poziotinib Feet: 100X more potent than osimertinib
cl F - 40X more potent than afatinib
¢ Terminal Group

Robichaux et al WCLC 2016
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Poziotinib specifically inhibits EGFR Exon 20 insertions over T790M

= T790M Mutation

Afatinib Osimertinib Rociletinib == Exon 20 Insertion
[ ]
1.4X 5.6X 24X Ba/F3 Parental
Poziotinib
10 0.015X
o
O
< '
(]
IE
E 0.1
-
O 0.0
2
0.001
N N A () %) N N '5 N N N N N )
‘\'\Q «qf«QQi&:bv.%\)Qv@(@v?(@éib&ogéq‘z;@\{( i,\QQiOQ-’:QY'%\)Y%(@Y (\" 4 (\§ @0 <\ QQi«Qi&v V?,OQV‘:Q(\(’ (\QAO“’QQ(&%QQ;%\Q <\ Qﬁ«qei«% :gvgoqvgoevgoﬁoﬁo‘b&é \<(
& AN ST G Al N @ AN Y G & N '\6q\\'\°'\ N @ AT T G S
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6203: Poziotinib overcomes de novo resistance of EGFR exon 20 insertion mutations in NSCLC— JP Robichaux et al.
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Poziotinib for EGFR exon 20 mutations: MDA study

ORR 32% (31% by BICR)
MPFS 5.5 months, mMDOR 8.6m
>Gr3 AEs: diarrhea=22%, rash=34%; dose reduction in 72%

A
257 Disease Control Rate (DCR): 84% Il Progressive Disease
Objective response rate (ORR): 32% I Stable Disease
Il Confirmed Response
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EGFR exon 20: helical, near-loop, and far-loop insertions

M7 T2dupH (8%)
H7T3nsNPH (4%)

ATETAuphSY {20%) ST63dupSVD (16%) K77 cupHV (4%)
STESUGTI9A (2%) H773ineY (2%)

ST58CURSVDIVTEAM (2%) HI T3nsSH (2%)

H7T3inzAM (2%)

HITIR (TT800M" (2%)
NT71dupN GT7245 (2%)
VTESL (2%) NTT 1del MM (2%)
VTESnaCG [236) INT71ina¥(2%)
VTESnsGSY (2%)

V772 § 773 § 774 § 775
N P H Vv C

D770raC (4N) PIT2dupPH (4%)
D770InaY (2% FIT2dupPHVC (2%)
D770dupON (2%) PTT2JupPNF (2%)
DTIT0dupDN2 (2%6)
O770del insGY (2%)
D7 T0ded nsGTH(2%)
D770dal InsRDG {2%)

/62| 763|764 | /65| /66 | /67 | 768 | /69 | 770

Helical Mutants Near Loop Mutants Far Loop Mutants

Elamin et al, Cancer Cell 2022
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Poziotinib is more effective for near-loop than far-loop insertions in

EGFR exon 20

Cell lines: near loop <IC50 than far

® 10+
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ORR: 46%
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Amivantamab: a bispecific EGFR/MET mab with multiple potential MOAs

NK cells

Amivantamab

\.-

EG FR
ExonZDms

MET EGFR

<<. EGFR
\)\xonZOms

(@ Blockade of EGFR and MET

K409R
downstream signaling pathway by

§ * internalization of EGFR and MET
P D .". ".
LE Tl iy e 2
= By NSCLC with EGFR Exon20ins

Yun et al, Cancer Discovery 2021
W @TLCconference #TexasLung23
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CHRYSALIS: Amivantamab for EGFR exon 20ins NSCLC progressing
on prior platinum

Primary efficacy cohort (N=81)

A ORR 40% by BICR o
Exon20ins location
90 . mPFS: 8.3 m by BlCR, MmDOR: 11.1m M Helical region (762-766)
god "= 80 M Near loop region (767-772)
70 Adverse events- [ | Far IOOp r99i0n (773-775)
- 60 - Not detected by ctDNA
oz Rash (86%, 4% >Gr3)
=% Infusion reaction (66%, 3% >Gr3)
§ 5 1 B o e e e
7
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May 21, 2021: FDA granted accelerated approval to amivantamab for EGFR

exon 20 after progression on prior platinum

Park et al, JCO 2021

IASLC | Xochmon

@ FOR THE STUDY Speaker: John V. Heymach, MD, PhD, MD Anderson Cancer Center W @TLCconference #TexasLung23

OF LUNG CANCER



Activity of mobocertinib in platinum-pretreated patients with EGFR exon
20 insertion NSCLC

confirmed ORR 28% AE (%) 2Gr3 (%)

MmPFS 7.3m Diarrhea: 91 21
Rash: 45 0
Nausea: 34 3
™ Il A5V, SVD, or NPH [] Other EGFRex20ins variant

;;; 60 = I insertion unknown [ ] Unconfirmed EGFRex20ins
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Sept.195, 2021 FDA granted accelerated approval to mobocertinib

for EGFR exon 20 after progression on prior platinum

Zhou et al JAMA 2021
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Differential in vitro sensitivities in near- vs. far-loop for different TKis:
all but mobocertinib have near- bias (BaF3 models)

Ty Osimertinib
, 10 Poziotinib 15001 R=0.68 CLN-081 300- : :
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Le et al, in review
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Clinical responses in near- vs. far-loop insertions confirms near-bias
for poziotinib but not mobocertinib

ZENITHZ20 trial C1 (n=76) EXCLAIM trial (n=84)

Poziotinib & S Mobocertinib
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The bottom line: different approaches are needed to tailor lung cancer
therapies- one size does not fit all!!

P-loop aC-helix
compressing

« For atypical EGFR mutations, a structure/function approach
predicts drug response better than standard exon-based
strategies.

—Even within EGFR exon 20 loop insertions, near-loop and far-loop
insertions have differential responses to some drugs

« With our refined classification, we expect to enter an era of
new studies and new treatment options for atypical EGFR
mutations.
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