O 2019/028294 PCT/US2018/045070

1/36

4

4

4

4

4

4

4

-
-
-
-
L
-
-
-
-
-

!

- -
- - T
L] L]
- - T
- -
T r T
-
- - T
L]
- - T
- -
T r T
- -
- - T
L] L]
- - T
- -
T r T
- -
- - - T
L] T L]
- - - T
- T -
T T T T r T
- -
- - T
L]
- - T
- -
T r T
- -
- - T
L]
- - T
-
T r T
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTT
-
frTTTrTTrTrrTrTr 1T T T TTTTTTTTTTTT T T TTTTT T T T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
-
-
T
-
-
L]
-
-
T
-
-
L]
-
-
T
-
-
L]
-
-
T

4

4

4

4 4
4 4 4 4 4 4

T r T
-
- - T
L]
- - T
- -
T r T
- -
- - T
L]
- - T
- -
T r T
- -
- - T
L] L]
- - T
- -
T r T
-
- - T
L] T
L - T T - T
- T -
T r r T
- - -
- - T
L] L]
- - T
-
T r T
- -
- - T
L] L]
- - T
- -
r T frTTTTrTITYTYTTYTTTTTTTT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T YT T TT YT TTTYTTTTYTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT

4 4 4 4 4 4 4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
4
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4

4

-,
44 4 4. 4 4 4 4

4
4 4 4 4 4 4 4 4 4 4 4 4 4 4 44 4 44

4

4

-
r T

4

- T

4

- T

4

r T

4

- T

4

- T

4

- r T

4

- - T

4

L]
- T - T

4
4 4 4 4 4 4 4 4 4 4 4 4 44 444 49+4

4

-
r T

4

- T

4

- T

4

r T

4

- T

4

T T T*TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT

4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
L]

T T T TTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTYTTTTTTTTTYTTT®TT®TTTTTTTTTTTTTTTYTTYTTTTYTTT®TTTTT®TTTTTTTOTTTTTYTTTTTYTTTTTTTTTTOTTTT




O 2019/028294 PCT/US2018/045070

4 4 4 4 4 4 4 4
L]
L

4
4 4 4 4 4 4 4 44

4 4 4 4 4 4 4 4 4 4 4444

4
4 4 4 4 4 4 4 4 4 4 44 4 4 44

L]
-

4

4

4

4

4

4

4

- -
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
L] -
- -
T - -
T T L]

T T T TTTTTTTTTTTTTTTT -
- - -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
-

fFrTTTTFTIT7YITYTYTTTTTTTTTTTT T T T T T T T T TT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T TTTTTTTT YT YT T T YT TTTYTTTTYTTTOTTTTTTYTTTTTT T T T YT TTTTTOTOTTCT
T T TTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTT®TTTTTTTTTYTTT®TTTTTTTTTTTTTTTTTTTTTT®TTTTT®TTTTTTTOTTTTTYTTYTTTTYTTTTTTTTTTOTOTTTOTT®™T

L]

T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTOTOT™TT®T

T
r T
-
*
-
-+
T
-+
-
*
-
-+
T
-+
-
*
-
-+
T
-+
r T T TTTTTTTTTTTTTTT
*
-
-+
T
-+
-
*
-
-+
T
-+
-
*
-
-+
T
-+
-
TrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTY
-
-+
T
-+
-
T T
-
r T
T
r T
-
T T
-
r T
T
r T
-
T T
-
- r T
T
r T
-
T T
-
r T
- T
r T
-
T T
-
r T
T
r T
-
T T

T
-
L]
-
T
T
T
-
T T
-
T
T

- T
-
T T
-
T
T
T
-
T T
-
T
T
T
-
T T
-
T
T
T
-
T T
-
-
T

-
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- - -
T - -
T F T L]
T T -
- - T -
T T T L]
- - -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T

T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTYTTTTTYTTTTTTTTTT®TTTTTTTTYTTTTTYTTTTTT®TTTTTTTTTTTTYTTTTTYTTTTITTTTTTTTTTTTTTYTTTTIYT T T

4 4 4 4 4 4 4 4
4
L]
4
1
4
4
4
L]
4
1
4
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4

4

4 4 4 4 4 4 4

4 4
‘111111111111111111

4 4 4

4

4 4

4 4
‘1111111111

T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T - -
- - -
T T T T L]
- - -
T r -
. T T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -




O 2019/028294 PCT/US2018/045070

3/36

-
L
-
-
-
-
-
-
-
-
T
-
-
-
-
-
-
-
-
-
-
-
T
-
-
T
-
-
-
-
-
T
-
-
-
-
-
T
-
-
T
-
L]
-
-
-
-
-
L]
-
-
T
-
-
L]
-
-
T
-
-
-
-
-
T
-
-
L]
-
-
T
-
-
L]
T T TTTTrTrTTTrTrTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTTYTTTTTTTTTTTTTT®TTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTTYTTTTTYTTTTITTTTTTTTTOTOTTTOTTYTTT
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T
-
-
T
-
-
T
-
-
T
-
-
T T
-
- T
r T
LI
- -
T T
- -
- T
r T
LI
- -
T T
- -
- T
r T
LI
- -
T T
- -
- T
r T
LI
- -
T T -
- - T
- T -
r T
LI -
- - -
T T
- - -
- T -
r T T
LI -
- - -
T TTTTrTTYTTTTTTTYTTTTTTTTITTTYTTTTTTTYTTTTYTTTCTTTTTTTTTTTYTTT T TTTTTTTTTYTTTOTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTITTT
T T TTTTrTrTTTrTrTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTTYTTTTTTTTTTTTTT®TTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTTYTTTTTYTTTTITTTTTTTTTOTOTTTOTTYTTT
T T *rFTTTrTrTTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
r T
LI -
- -
T T L]
- -
- T -
r T T
T T TTTTTTTTTTTTTT™TTT®T -
- - -
T T T L]
- -
- T -
r T T
LI - -
- - -
T T L]
- T TT™TTTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTTTTTTTT -
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T -
fTTTTTrrrr*rrTTTTTYTTTT T TT T T T T T TT T T T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T
LI -
-
T
-
-
-
-

4

1

1

4

1

T T

1

- T

4

LI

1

T T

¥ - T

LI

1

4

1

T T

1

4

1

1

4

1

1




O 2019/028294 PCT/US2018/045070

-
L
-
-
-
-
-
-
-
-
T
-
-
-
-
-
-
-
-
-
-
-
T
-
-
T
-
-
-
-
-
T
-
-
-
-
-
T
-
-
T
-
L]
-
-
-
-
-
L]
-
-
T
-
-
L]
-
-
T
-
-
-
-
-
T
-
-
L]
-
-
T
-
-
L]
T T TTTTrTrTTTrTrTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTTYTTTTTTTTTTTTTT®TTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTTYTTTTTYTTTTITTTTTTTTTOTOTTTOTTYTTT
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T
3
-
-
T
-
-
T
-
-
T
-
-
T T
-
- T
r T
LI
- -
T T
- -
- T
r T
LI
- -
T T
- -
- T
r T
LI
- -
T T
- -
- T
r T
LI
- -
T T -
- - T
- T -
r T
LI -
- - -
T T
- - -
- T -
r T T
LI -
- - -
T TTTTrTTYTTTTTTTYTTTTTTTTITTTYTTTTTTTYTTTTYTTTCTTTTTTTTTTTYTTT T TTTTTTTTTYTTTOTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTITTT
T T TTTTrTrTTTrTrTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTTYTTTTTTTTTTTTTT®TTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTTYTTTTTYTTTTITTTTTTTTTOTOTTTOTTYTTT
T T *rFTTTrTrTTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
r T
LI -
- -
T T L]
- -
- T -
r T T
T T TTTTTTTTTTTTTT™TTT®T -
- - -
T T T L]
- -
- T -
r T T
LI - -
- - -
T T L]
- T TT™TTTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTTTTTTTT -
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T -
fTTTTTrrrr*rrTTTTTYTTTT T TT T T T T T TT T T T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T
LI -
-
T
-
-
-
-

4

1

1

4

1

T T

1

- T

4

LI

1

T T

¥ - T

LI

1

4

1

T T

1

4

1

1

4

1

1




O 2019/028294 PCT/US2018/045070

5i36

T T
- -
- -
-

T T
-

- -
r

LI -
-

T T T
-

T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T -
r

LI - -
-

T T L] T
-

- T - -
r

LI - -
-

T T L] T
-

- T - -
r

LI - -
-

- T -

-

- T -

r

‘\nl'"
M
4 4 4 4 4
4 4 4 4
4 4 4 4 4
4

L]

L] 4
4 4
4

L]
4 4 4 4 4

-
- T -

-

LI -

-

T T L] -
-

- T -
frTTrTTTFTTTTrTTTTTTOI OTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTT T T

T T TTTTrTrTrTTTTTTTTTTTTYTTTTTTTTYTTTTTTTTT®TT®TTTTTYTTTTTYTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTT®TTTTTTTTTTTTTYTTTTTTTTTTTTTOTTTTTYTTTTIYT T T -
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTT T

T T
- -

- T - -
r

LI - -
-

T T L] T
-

- T - -
r

LI - -
-

T T L] T
- -

- T - - -
r r T

LI L - -
-

T T L] T
-

- T - -
r

LI - -
-

T T L]

-

- T -

r

LI -

-

T T L]

-

- T -

r

LI -

-

A
L
4

L ]

d
4
4
4

r

LI -
-

T T L]
-

- T -
r

LI -
-

T T L]
-

- T -
r

LI -
-

T T L]
-

- T -
r -

d LI - -

- v

T T T T T L]
-

- T -
r

LI -
-

T T L]
-

- T -
r

LI -
-

T T L]
-

1

- -
T T L]
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
r T
LI -
- - -
T T T L]
- v -
- T - Tr T -
r - T
LI -
- -
T T L]
- -
- T -
r T
LI -
- -
T T L]

-

T

4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4




O 2019/028294 PCT/US2018/045070

- -
- T -
- -
- T -
- -
LI -
- -
T T L]
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
- -
LI -
- -
- T -
] - - -
- T - -
- - -
LI r T -
- - T -
T T - L]
- -
- T -
r T
LI -
- -

4

4

4

4

4

4

4

4

4

4

4

4

4

4

1
4

T T TTTTrTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTYTTTTTTTTTTTTTTTTTYTTTTTYTTTTTT®TTTTTTTTTTTTTYTTTTTTTTTYTTTTTTTTTTTTTOTTTTTT
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T

4 4 4 4 4 4 4 4 4 4 4 4 4

1‘11111111111111

4 4
1 4
4 4

T TTTTrTTYTTTTTTTYTTTTTTTTITTTYTTTTTTTYTTTTYTTTCTTTTTTTTTTTYTTT T TTTTTTTTTYTTTOTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTITTT
T TTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTT®TTTT®TT®TTTOTTTTTTTTTYTTTTTTTTTT®TTTT®TT®TTTTTTTTTYTTT®TTTT®TT®TTTTTTTTTTTTYTTTTTTYTTTTTTTTTOTOTTTT
T T *rFTTTrTrTTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT

1
4

4

)

4

1

1

4

1

1

4

1

-

L3
1 4 4 4 4 4 4 4

1




O 2019/028294 PCT/US2018/045070

.
e .
-
e .
. -
- . .
i . -
—— - . V] .
.
. .
.
. .
.
e .
-

4

4

4

4

4

4

4

4

4

4

4

4

4

4

1
4

T T TTTTrTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTYTTTTTTTTTTTTTTTTTYTTTTTYTTTTTT®TTTTTTTTTTTTTYTTTTTTTTTYTTTTTTTTTTTTTOTTTTTT
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T

-
-
T
-
-
T
-
-
T
-
-
T
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
r - T
LI - -
- - -
rTTTTrTTTTTTTTTTT L]
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
r T
LI -
- -
-
T
-
-
T
-
4 = -
T
-

- .
-
- .
-
rrrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOT
-
- . -
-
- . -
-
LN -
-
- . -
-
- . -
-
LN -
-
- . -
-
- . -
-
LN -
- -
- . - -

] - T
- . - -
- - x
LN - -
- -
- . -
-
- . -
-
LN -
-
- . -
-
- . -
-
LN -
-

-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-

T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTYTTTYTTTTTTOTTTOTOTTY
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-
L
-
-




O 2019/028294 PCT/US2018/045070

8/36

T T
- -
- -
-

T T
-

- -
r

LI -
-

T T T
-

T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T -
r

LI - -
-

T T L] T
-

- T - -
r

LI - -
-

T T L] T
-

- T - -
r

LI - -
-

- T -

-

- T -

r

‘\nl'"
M
4 4 4 4 4
4 4 4 4
4 4 4 4 4
4

L]

L] 4
L]

4 4
4

L]
4 4 4 4 4

-
- T -

-

LI -

-

T T L] -
-

- T -
frTTrTTTFTTTTrTTTTTTOI OTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTT T T

T T TTTTrTrTrTTTTTTTTTTTTYTTTTTTTTYTTTTTTTTT®TT®TTTTTYTTTTTYTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTT®TTTTTTTTTTTTTYTTTTTTTTTTTTTOTTTTTYTTTTIYT T T -
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTT T

T T
- -

- T - -
r

LI - -
-

T T L] T
-

- T - -
r

LI - -
-

T T L] T
- -

- T - - -
r r T

LI L - -
- -

T T L] T
-

- T - -
r

LI - -
-

T T L]

-

- T -

r

LI -

-

T T L]

-

4

4 4

1 4
4 4
4

T TTTTrTTYTTTTTTTYTTTTTTTTITTTYTTTTTTTYTTTTYTTTCTTTTTTTTTTTYTTT T TTTTTTTTTYTTTOTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTITTT
T T TTTTrTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTYTTTTTTTTTTTTTTTTTYTTTTTYTTTTTT®TTTTTTTTTTTTTYTTTTTTTTTYTTTTTTTTTTTTTOTTTTTT
T T *rFTTTrTrTTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT

1

4

1

1

4

1

1

4

1

wila T T

1

4

1

TTTTTrTrTrYTTTTTTTTTTTTTTT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T Y TT?YTTTYTT™TTYT™TTTYTTOTTTTOTTTTTTTTTTTTTOT

T T TTTTTTTTrTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTT®TTTT®TTTTTTTTYTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T®TTTTTTTTTTTOTTTTTT

- T -
r

LI -
-

T T L]
-

- T -
r

LI -
-

T T L]
-

- T -
r

LI -
-

T T L]
-

- T -
r -

d LI - -

- v

T T T T T L]
-

- T -
r

LI -
-

T T L]
-

- T -
r

LI -
-

T T L]
-

1

T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYT T T
fFrT*TTTTrFITTTTTYTTTTTTT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T TTY TT

- -
T T L]
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
r T
LI -
- -
T T L]
- -
- T -
r T
LI -
- - -
T T T L]
- v -
- T - Tr T -
r - T
LI -
- -
T T L]
- -
- T -
r T
LI -
- -
T T L]

-

T

4




WO 2019/028294 PCT/US2018/045070

4 4 4 4 4 4

4
4 4 4 4 4 4 4 4 44

4 4 4 4 4 4 4 4

4
4 4 4 4 4 4 4 4 44

4 4 4 4 4 4 4 4 4 4 4 4449 44494
111111111111111111‘1
4
4
4
4
L]
4
4
4
1
4
4
4
4
4
4
4
L]
4
4
4
1
4
4
4
4
4
1
4
L]
4
4
4
4
4
L]
4
4
4
1
4
4
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
1
4
L]
4
4
4
4
4
L]
4
4
4
1
4
4
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
1
4
4
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
1
4
4
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
4
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
1
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4
4
4
4
L]
4
4 4

4

4 4 4 4 4 4

4
4 4 4 4 4 4 4 4 44

-
-
T
-
-
L]
-
-
T
-
-
L]
-
T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTT™TT®T
T r T
-
- - T
L]
- - T
- -
T r T
- -
- - T
L]
- - T
- -
T r T
- -
- - T
L] L]
- - T
- -
T r T
-
- - T
L] T
L - T T - T
- T -
T r r T
- - -
- - T
L] L]
- - T
-
T r T
- -
- - T
L] L]
- - T
- -
r T frTTTTrTITYTYTTYTTTTTTTT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T YT T TT YT TTTYTTTTYTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT

4 4 4 4 4 4 4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
4
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4

4

-,
44 4 4. 4 4 4 4

4
4 4 4 4 4 4 4 4 4 4 4 4 4 4 44 4 44

4

4

-
r T

4

- T

4

- T

4

r T

4

- T

4

- T

4

- r T

4

- - T

4

L]
- T - T

4
4 4 4 4 4 4 4 4 4 4 4 4 44 444 49+4

4

-
r T

4

- T

4

- T

4

r T

4

- T

4

T T T*TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT

4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
L]

T T T TTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTYTTTTTTTTTYTTT®TT®TTTTTTTTTTTTTTTYTTYTTTTYTTT®TTTTT®TTTTTTTOTTTTTYTTTTTYTTTTTTTTTTOTTTT




O 2019/028294 PCT/US2018/045070

10/36

4 4 4 4 4 4 4 4 4 4 4 4 44 4 44 44

4 4 4 4 4 4 4 4 4 4 4 4 444 4444

1 4

4

4 4 4

4 4
4 4 4 4 4 4 4 4 4 4

4 4 4

4

3 - T T T TTTTrTrTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTT®TTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTIYT T T
- -
T r T
-
- - T
L]
- - T
- -
T r T
- -
- - T
L]
- - T
- -
T r T
- -
- - T
L] L]
- - T
- -
T r T
- -

- - - T
L] r T L]
- - T T - T
- - -
T b r T
- -
- - T
L] L]
- - T

-

T r T
- -
- - T
L] L]
- - T

T T TTTTrTrTTTTTTTTTTTTTTYTTTTTYTTTTTTTTTT®TTTTTTTTTYTTTTTTTTTT®TTTTT®TTTTOTTTTYTTTTTYTTTTTTTTTTTTTOTTTTTYTTTTTYTTTTTTTTTTTTTTOTTTTTTTTIYT T T
- -

T r T
- -

- - T
L]

- - T
- -

T r T
- -

- - T
L] L]

- - T
- -

T r T
-

- - T
L]

- - T
- -

T - r T
- - -

- - - T
L] T T
T T - T - T
- - -

T r T
- -

- - T
L] L]

- - T
- -

T r T
-

- - T
L]

- - T

T T T*TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT

4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
L]

T T T TTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTYTTTTTTTTTYTTT®TT®TTTTTTTTTTTTTTTYTTYTTTTYTTT®TTTTT®TTTTTTTOTTTTTYTTTTTYTTTTTTTTTTOTTTT




WO 2019/028294 PCT/US2018/045070

T T g
- -
T -
- -
T -
- -
L] -
- -
T -
- -
T -
- -
T T L]
- -
T -
T L]
T -
- -
L] -
- - -
T o -
- - -

T TTTTTTTTTTTTTT™TTTT™T -
- - -
L] - -
- -
T -
T L]
T -
- -
T T L]
- -
T -
T

-k
[l
-k
-
-
-
L]
-
-
T
-
-
L]
-
-
T T L]
- -
T -
T L]
T -
- -
L] -
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T - -
- - -
T T TTTTTTTTTTTTTTTTT L]
- - -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTOTOT™TT®T
T TTTTrTrTrrTrYrTTTTTTTTTT T TTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTYTTTTYTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTITTT
T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTTTTOTTTTTTTTT T T TTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTT
fFTTTTrTrrTrTrTTTTTTYTTTTTTT T T T T T T T T T T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
-
-
T
-
-
L]
-
-
T
-
-
L]
-
-
T
-
-
L]
-
-
T
-
r * *Y T TTTTTTTTTTTTTT
L]
-
-
T
-
-
L]
-
-
T
-
-
T T
-
T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTOTOT™TT®T
T
-
-
T T
-
T
T
T
-
T T
-
T
T
T
-
T T
-
T
T
- T
-
T T
-
T
T
T
-
T T
-
T
T
T
-
T T
-

L]

T T

4 4 4 4 4

4
4 4 4 4 4 4 4

4 4 4 4

4

4 4 4

4

4 4 4 4 4 4 4 4444444944949 4499449494494
4 4 4 4 4 4 4 4 4
1 4
L]
4
1
4
4
4
L]
4
1
4
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4

4
4 4 4 4 4 4 4 4 4 4 444 d 4

-
T T
-
T
T
T
-
T T
-
T
T
T
-
T T
-
T
T
T
-
T T
-
T
T
T
-
T T
-
T
T
T
-
T T
-
T
T
T




WO 2019/028294 PCT/US2018/045070

T T g
- -
T -
- -
T -
- -
L] -
- -
T -
- -
T -
- -
T T L]
- -
T -
T L]
T -
- -
L] -
- - -
T o -
- - -

T TTTTTTTTTTTTTT™TTTT™T -
- - -
L] - -
- -
T -
T L]
T -
- -
T T L]
- -
T -
T

4

4

4

4 4
4 4 4 4 4 4

4 4 4 4

4

4 4 4 4 4 4

4
4 4 4 4 4 4 4 4

-
T T
-
T
-
T
-
T T
-
T
T
T
-
T T
-
T
T
T
-
L]
-
T
T
T
-
T T
-
T
T
T
-
T T
-
T
T
T

- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -

T T TTTTTTTTTTTTTTTT®T -
T T
g - -
- -
L] L]
- -
- -
T T
- -
- -
L] L] =
- -
- -
T T
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTT
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTYTTTTTTTTTTTTTOTTTTTT T
fFTTTTrTrrTrTr T T T TTTTTTTT T T T T T T TTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T r T
- -
r T T TTTTTTTTTTTTTTTT -
T L]
- - -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- T T *TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T

4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4

rrrrrrrTrTrrTrTTTTTTYTTTTTTYTTTTTTTTTTTYTTTTTTTTTYTTTTTTTTTTTYTTTYTTTTT Y TTr T T T T TTTTTTTYTTYTTTYTTTTTTTTTTT YT YTYTTT YT O CTYTYT YT
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
' - -
T T T T T T T T -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
rTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTOTTTYTTTTTTTTTTTTTTTTTTOYTTTYTTOTYTTTYTOTOTTTOYTOYOCTTTTOOOCTYCTCCOTTYTOTTT O
TTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTYTTTTTTTTTYTTTTTTYTTTOTTTYTTTTTTYTTTYTTTTTTYTTOTOTTYTTOOTTYOCTYTY
T r T T T T rr T T T T T T T T T TTTTTTYTTTTTTTYTTTYTTTTTTTTTTTTTYTTTTTTTTTYTTTTYTTTYTTTTTTTTYTTTTTYTTTYTTTYTTTYTTTTTTTYTTTYTTTYTYTTYTYTYTYT T T YT YT YT
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
T T T T T T T T -
- -
] - -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
r*rTTTTTTTTTTTTTTTTTTTYTTTTTYTTTTTTYTYTTTYYTYTAOTTYTYTTTTYTYOYTTTTIT OTTYOYTTOTTYY IO TTITY O TTYTTTYCTTYOCTIYTYOTTTTIT YO TTYTYTCOCTYEOCCTYY
rrTrTTTTTTTTTTTTTYTTTTTTTYTTTTTTYTTTTTTYTTYTTTTTT TTTYT T TTTTTTTTTTO YT TTYTTYT T TTYT T TTYTTT YT CTTYTYTOCOTTYTTYT O CTTY T ST CTTTYT TS TTITYCCTTTTY SO CTTYT YN
T T T T TTTTTTTTTTTTTYTTTTTTYTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTYTTTTTYTTTTTTTTTTTTTTTYTTTTTYTTTTTTTTTTTTYTTTYTTTTTTYTTT
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
[ ] - -
- -
- -
- -
b - -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
rrTrTTTTTTTTTTTTTTTTTTYT T TTTTTTTTTT YT TTYTT YT TTTYT T TTTTYTTYTTTTTTYT T STTYTT T O TTYTT OTYTYTTYTCTTTYTOCOCTTY T T SO CTTYE TS TYTYTCT ST CTTTYCCCTYO T T T CTTYETTTOYTOY
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
[ ] - -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
-

L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- - -
T r T
- r T -

T T - T -
L] T T L]
- - -
- i -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
frTTTTFTITTTTTT*T”TT*TTTYTTTYTTTTTCTTTTTTTYTTTTTTTTTTYTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTT
T T TTTTrTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTTTTTTTTTYTT®TT®TT®TTTTTTTTTTTTTTTTTTTTTTTTT®TTTT®TTTTTTTTTTTTYTTTTITTTTTTTTTOTOTTTTTYTT T

4
4
L]
4
1
4
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4




O 2019/028294 PCT/US2018/045070

g
- -
g -
- -
g -
- -
- -
- -
g -
- -
g -
- -
g -
- -
g -
- -
s -
- -
- -
- - -
g - -
- - -

I e -
- - -
- . - -
- -

] - -
- -
s -
- -
g -
- -
g -
-

4

4

4

4 4
4 4 4 4 4 4

4 4 4 4

4

4 4 4 4 4 4

4
4 4 4 4 4 4 4 4

-
T T
-
T
-
T
-
T T
-
T
T
T
-
T T
-
T
T
T
-
L]
-
T
T
T
-
T T
-
T
T
T
-
T T
-
T
T
T

- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -

o T T
- -
i e -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
+TrrrrrTrT T T T TTTTT T TTYTTTYTTTYTPTTYTTTYTTTYTPTTYTPTTYTPTTYTPTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T T T T T T T T
e
B R R R R R R R R R A A
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- - .
- -
- -
- . -
- -
R I R -
- -
- - -
- -
=+ | - -
- -
- -
- -
- -
- -
- -
- -
T .

4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4

T T TTTTrTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTTTTTTTTTYTT®TT®TT®TTTTTTTTTTTTTTTTTTTTTTTTT®TTTT®TTTTTTTTTTTTYTTTTITTTTTTTTTOTOTTTTTYTT T
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
T *rTTTTTTTTTTTTTT -

T T
- -
- -
g L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTT
frTTTFTIT7ITTTITTTT T TT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T YT T T YT TTTYTTTTTTTYTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT

4
4
L]
4
1
4
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4

- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -

] - -
- -
Ty TT T T T o, -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -

4 4
L]
4 4
4
4 4
4 4
L]
4 1
4
4 4
1
4 4
4
4 1
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
4
4 1
4
4 4
1
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
1
4 4
4
4 1
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 1
4
4 4
1
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
4
4 1
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
1
4 4
4
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 1
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
4
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
1
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 1
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4
4 4
4
4 4
L]
4 4
4 4
4
4 4
L]
4 4

- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -

] - -
- -
- -
- -

! - -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -

4
4
L]
4
1
4
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4

- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -

] - -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -
- -

-

L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
L] L]
- -
- - -
T r T
- r T -

T T - T -
L] T T L]
- - -
- i -
T T
- -
- -
L] L]
- -
- -
T T
- -
- -
frTTTTFTITTTTTT*T”TT*TTTYTTTYTTTTTCTTTTTTTYTTTTTTTTTTYTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTT
T T TTTTrTTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTTTTTTTTTTTTTYTT®TT®TT®TTTTTTTTTTTTTTTTTTTTTTTTT®TTTT®TTTTTTTTTTTTYTTTTITTTTTTTTTOTOTTTTTYTT T

4
4
L]
4
1
4
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
1
4
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
4
4
4
L]
4
4
L]
4
1
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4
L]
4
4




WO 2019/028294 PCT/US2018/045070

14/36

T T T TTTTTTTTTTTYTTTTTTTTTTTTTTTTTTYTTTTTT®TTTTTTTTTTTTTTTTTTTTTT®TT®TTTT®TTTTTTTTTTTTYTTTTTYTTT®TTT T TTTTTTTOTTTTTYTTTTTTYTTTTTTTTTTTTTT
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTYTTTTTTTTTTOTTTTTT
-

4
L]
4

4
4

4 4 4 4 4 4 4 4
4 4 4 4 4 4 4 4 44
4 4 4 4 4 4 4 4

4 4 4 4 4
1‘11111

4 4 4 4 4 4 4 4 4 4 4 49 44494
4 4 4 4 4 4 4 4 4 4 44 4 4 4 44

4
L]
4

4 4 4 4 4 4 4

4
4 4 4 4 4 4 4 4 4

4 4 4 4

4

4 4 4 4 4

4

4

4 4 4 4 4 4 4 4
4 4 4 4 4 4 4 4 4 4 4 44 4 44 44

4
L]
4

4 4 4 4 4 4 4 4 4 4 4 4 4 4
‘111111111

4

-
-
-
-
L
-
-
L
-
-
-
L
-
-
L
-
-

4 4 4 4 4 4

4

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4449 44494
‘111111111111111111‘1

4

4 4 4 4 4 4 4 4 4
4 4 4 4 4 4 4 4 4 4 4 4 4 4 44 44

4
L]
4

4 4 4 4 4 4 4 4 4
L]
L

4

4 4 4 4 4

4
‘11111111111111111

T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T - -
- -
T T r T L]
- - -
T - -
T T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT®TTTTYTTTTTYTTTTTTTTTT®TTTTTTTTYTTTTTYTTTTTT®TTTTTTTTTTTTYTTTTTYTTTTITTTTTTTTTTTTTTYTTTTIYT T T
T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTOTOT™TT®T
T

T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T T L]
T r - -
- - -
T T T L]
- -
T -
T L]
T -
- -
T T L]
- -
T -
T L]
T -
- -
T T L]
- -
-

-
: ;
X :
: :
: ;
X :
: :
: ;
X :
: :
- o :
X :
: :
: ;
X :
: :




WO 2019/028294 PCT/US2018/045070

15/36

J."""""\,

\11""
-

L
‘_i-‘-‘.\_'\

k\\.\‘:;
- \.1,.'
L

t‘h‘h":"

lr‘t\q

ot N
LI
“_“‘_:. \-"I-h-‘l-" h\-"h\h‘h
H
' L AN, LY

: & [
; . : SN Ly
g . 1\\\: LT ~*
. L] b
:- : ¢ AN s
: -'‘""‘--‘"l.l."l."l:‘I \L‘. b
g . Ty N
: " b
;: : N N A
: : N My
. oy h
N u"‘ . . : ot N
- " vy % . N
4 .:.‘h"l::. : et ""I».:\,'I."'
. * ] *‘-"‘-‘- “h‘“
*-n.':: M ; : LR N
\'\,‘l‘ : : l“\.\"lru\' !"n.:rru'
yo g . %Y h
W . . Ty A
& :: : o caw
g : ' W e
s .; : - W .
l~ '.I- L] 1‘ 1.." ‘- I\
L, : . l\'\-ﬂl' T, :\.‘\.\.\ o Y
O owwah ; . v ikl
LN :: . A \‘ . -
\ | N X D
A ; . e S R
: : " b : L Y
. " Wy &
R ; . ' A NN Noh
L‘ 1 \_\_\_1: - - LR L Ih."ln.lh.\"
; : W Rl R
o ; ! ™ L
N *i-“: N : M A b S, \#&-"‘
R T L] oy e, W W )
e .; : N N N
.+ . L]
.. . A NN
: ' ok -n.".'l "'l..n"lh.,:'l
- " -‘i"“"‘ n ‘ WL
ﬁ."‘n.."-.\."-" g ! AN : :: |': ::
‘-"1 .\ : '.1_1 - L .
NS - ) YA T
"'*""-."'l"' :: : v:‘ : s ""-H':.'-"
X - y . %
¥ . e §
) : : Nt o Vs &
et . . RSN ~ -
e e . . 8w LS N k]
- ; : \_:&_“ o LR
_'-ru:"rr\.ﬂ : . ""ﬁ.‘h‘h‘h‘ \.:i."l."h
N " i .
E .f"—: - 1 'E \: '.: ey o N
y : - . bk s v
':._ et . . - L O _“._"l .1.1.":. M
L LY g . N \'l X :: A b e
: . st F‘uft e A et -
y ! L & - .
LA 5 . ;‘\'Ir %  dinlalinled Ve t“-‘*—"*—"
“ -, i ] . [ L1
N iy : - .'1 AL . v
oo - . %\
n - :
LRRARY - . :
" L] o
L] LR e
L2 "n.'l :: :
Mt . . oy,
LR R RN ; . “"'\»"“‘q‘ Notaa
RALS ; : L ;mt\\
H"\ ) ; . -.‘.: b e R N
I: e 9 : "l..h."" ‘1..\_\"_-\.
R 3: : A ¥
“ |"*‘\"" R . v ;ﬂ: L
- E L] g 2y
. ' K, M
b&\.\.‘ : ' “ i- i "': . _':..1."
oy 5 ! - . .
Y -: : Nt - et
e : . ~ N .
o N : . 3 s i‘l,,".";
' "::' : N i i"—: A W
\\\1."* . T : St N \:._“
T :: - . \\.\.ﬁq N N
: : - . ! ot e
M - [ - .‘:‘ L] ""‘"-
: : @ ' ‘ : "-‘ hh
- h T 1 - L L]
. : T . . AR
: r L] H.E'H-‘I- t
: " : RS N
- : : S

T e e e e e e e e e e e e e e e e e e e e e e e e e e e T e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e T T e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e "e R -"“.\"'"
\

- _‘h\.‘b

=, ‘I.,-.\.\h ey ey AN -."-"'-‘\\ S SR ,-.\.\.L
Y ) % ]
\Jln.l":‘ LT T w I“l.!..!“*l' LTt o .L\\.l"' S ot
- L™ - - -‘
N e L4 R ¢ & NS oy
L BN [

4 3 *
1: L] ::..,1\ Ry ‘J'l - I: I; .; L 1.1_1.\" '.\I‘ q... wm ‘.-.‘\ .y 11.\ .;
NN NN S NN AN R Ny N Ethamad NN
L™ LN LIS S R L I~"'l~ '\\.‘ L) L R ."i-"'u. b T,
. A IS " L



PCT/US2018/045070

16/36

WO 2019/028294

{32p) B3B3 oM
mm wh mm m@

ud | . - - - . L . L L L L L

L L L L L i L i i i i i i 1 i 1 J @.

__.___m__\_..-\q.._._.._“_._ & ::.__1. - ) ‘ . P .,.._._. o, i u___”_..___ _1.._“._._.-_ “ “ 1“..1# __ﬂ _x\.\.q-_ v ‘...._“.q-_ h_\.\._.
T PR Ay o Gl 400500

.i____,“ i M e T T T T Sy S s RO I Ny IS T RO B s
it T O L i i

i
i
__\ It
o |_ o
..__.._\?__3“_..._ R,
'y
..-.

" G001
i Sty e L .__.... AL Rty \ . .
YRRy, o J R G, e G T

1ol Joliy

T

. e Lol . . M- i 11 _..._.__".. ) L il Lyt 1M T w.._._..._-.. o
, / A Pty iy Wi it RS Y, .._}ﬂ L Franfipes FORH A )
i I "} ' C A 'y P I ! . A 3
IS S A s I T A | : 1y g ) “ v
LR A PR . ¥ 1 d ' “m Xxﬁsﬁhﬂ Y 1\..“...
by Py I : ] . L i g hiiuAl i b RE ru ....._..\\ &
X ¥ } “ X VIR, | |
| “ ! ‘W 1 d." 20 . o . I e i
i f i 4 f f ghic
f i m ,“_
-_1 e il f A
1_ It il ' “
: I : “ “
Iy 't o ! .
t W 'y 3
f! 1 i
Y 1 1
i’ “. Iy 4 " -
: | G007
“. i
;i ! e
: 1 —4
“ i e
m ; 3
m -GS e

JURGET

| &

r
]

FAEE LY.

-----.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-_____,__,_____,__,__.__.__.__.__.__.__.__.__.__.__.__.__.__.__.__.__.__.__._,\_._.______1
-

Rt

pepepeppey . A A A A R R AR R AR AR R AR RO R A R R R L L T L L L L L

- S




PCT/US2018/045070

WO 2019/028294

17136

m w%&m_mﬁﬁa%ﬁﬁ%ﬁﬁﬁ%

TR DRI

&z

1

R et
1 om'y
Y
t‘-r:-r
-
-
Ty
]
'I"'
1™y
e

P i e
L ' e i - '
_.__._.n;._- ?ﬂfﬁﬁ%@c\ﬂ“ﬁ&lﬂ ___i.u.u-..__p Ld 1 g
1 i

h\“_._..__._.._,....u_.__-..w.;..“-......._...__.
- A __.11._“_.__ ’ an
T mthﬁh ﬁim? .&mﬂiﬁﬂ}ﬁﬁWﬂNL

- ';'-'. .
=
W
-
A
ke

N
‘
%

LR TR T ey AT .
| LI ]
= TSy

o 1 ] . !
- ' L} ! 4 .
o . ! _-..-“.-...n.l..-. \\.— " '

—— .
-
-

o - -

-
T TTEEm

_—

.\h".__\.u_._. ._.,p.h._._._.._.. wi e o ] ' i AT e ) 1w TR ' Pod, .a ’
i e i L

1

.-.- -‘ i
|

b, s P PRI, PR, i
e I o

- - T
LW
-

- TR

R L L L]

R T T
L

- —

i 000 33 :TWM%@.«

-

—
it
A¥
o
i)

nngz £
L
£
%

)]

" -

-G

R

R




P
C
T
/U

S

7
—

5

0

70

1
8/36

W
0
20

1
o0s

29

4

: W“__.._\ |
m m theash )7
m.» 7 fd
“ &ﬁ F% _
.n. ...-\_ .__“....m..l.
,_.._h_..\ .._u_.\v y ¥
74 iy ot
__..n.__.n.”_._.w_h J .,.H.. .___.hmw.ux g | ,
mim.._,_..._ﬁ i 11.11%.%“@\“\&”“&1&%&1%\1“\ | _
7L | %, ...M..._.. w :
Pz i
iy i a : x.m.“ _
i o 2
i 4 2% e _
ry ._._h_mm.hn .\v\ ~a
» 4 1 ﬂ.__\ ,_._..“.\. .......
.IH.J'. -‘-1\ .l.l.l.
’ i pry |
i .._Mx\._. ALt
oy i b i _
. '._"“M..T_. ...“._.E“m“sw o i
_“h.“..r 2t |
1 .._u.._._\—._.-.._u.. ...1.;.”“__._:_,_:
g ot
2, 2 it |
W i i |
i 1__.u1_“_“ﬂ.$ﬁ .._-._“.\.“__“w‘\%
o P it |
“ ___L._ .. r
¥ e ; :_.%
' q.__a,.._‘ Vo
¥ 2 .....“ _
/ _“.,.w.,.m_._.‘ %x
“ 4 ot it
: it it |
: % i
._,__._.‘_.ﬁ\. et
._... -oc Il ' |
> "
““ m.a ’ __.“..‘.,.“..”.p\ e ._““ |
m m ‘ __.__..___.______..m._._.n ....__.L\.‘._._.\__...\ |
i “ Z
m.“ ﬂm&.. _.\\ww..
X 4 it |
mm __m_-_ .-..lhh““h.\ Y \_(_.ﬂ\“.h.-_ ]
g “ " 1.m‘.T.._" e
: 1 i |
“ _ﬂ i 1“\ _.._1_-__.‘_ﬁ |
, b
) _
"
% |
[ M“L.,.I ..... 1
i %, |
¥ _m%“__,_,.,_,
4 i
: _, _«:%\ |
A .n- ; ._.____“
/ ;wxmﬂ_}“
.m_ :.“_.u. . ’ Rﬂ.m.\ws.ﬂv.u\— I
m i i -
: :..._.x.,\ﬁ. i .
ﬂ m .m .1 22 )
i m.m __._____u____.__..__.__________.\.. e ot .
3 i =
¥ P B
' _. )
f / P
-. 1 . ’ /
““ -“ I.,.__.._.M.\u d ..t K
¥ gd 2
m% 37 .
¥ | Z
: 2 z
i =
; I % s
“_ L 2
| o0 x 4
mm a “I......“_“ ‘h o & .\1.
: &
| ]
f
f
f ,.m
““ 3 ¥
f i
mm Y
: \ﬁ__-.
! ”
mm =
““ =1
““ ]
f 2
mm K &
: .,.Hw ;:.Hﬂ
: > .r..Hm“
| = =
i o’
: Q”
“ -
“ -
m Tu m
i
L .ulu__.,,
I.m
e
o
-
.L.-.i
-.F.M‘-mw_.

: o
et
s

N



WO 2019/028294 PCT/US2018/045070

19/36

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr
++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++

o '

Y%
o
Z

Ay NG

e : . ' ' ) ' : : r i
A : ™ : -: 5 : - 5 o
LR S N ) ' ) ' '
1-..';.'\1;'.': .

{‘% : _'Lt N

s T 5 ; . NN
Nt W : : g - %
~ ; e - g - -
'\'q\}:- BN : 3’ 5 : |

i ) ™
~:'*".‘~'-:;:.:". f R @

W . . . ..
.- ) e ' . E ' . : ST
L} : LN ' K K ' . N i,
Mt . ' . . . Y
" " . . . .

-
%
FI1G. 7

ety
S
~

N

||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||

» ~ . . | : -
200 _1.':'-:-.,, - N D0 \q_:'-:g:. . N, SNy SNy S

LTI Ay,
oA,
i
A
#HHH.!#
X
ikl
G,
A
-
At
7
jf.-:-f
Ay
4%



WO 2019/028294

TrTTTTTTTTTITIRT T

rTTTTTTTTTTTTTTTTTTTTTTT T TTITTT

i
Mt
L e :
R :
[ " " " "

LR -
e
o
Py
AN
‘ L]
RELLN
L]

ol

r
A
’

TTTTTTTTTTYTTTTTT

T T TYTTTTTTTTTTTTTTTTTTTTTETYTTTTYTYT®TTTYTT®TTTOTTTTTTC""”"T®CTOCTCT

frTTrTTFTrF{ITYTYTTTTTTTTTT T TT T T T T T T T T T T T T T T T T T T T TTTTTOCT

4 4 4 4 4 4 4 4 4 4 4 4444444 d A A

T T TYTTTTTYT®TTTTTTTTT®TTTTTTTTYTTTTYT™TT

4 4 4 4 4 4 4 4 4 4 4 44444 A4 d A A A A4

'
"i"" '\-
e
'r"l.-"i-‘h“\

"\11'*.
L |

b

1N N

i..\.\.*l:

i
SN
Lmmnt

ﬂ‘" L9 ~y

'”'A\'n-“.
1-‘\\{"

PCT/US2018/045070

g : : . Tk
. . . . y
. . . . "N
2 . . " ol
1 L T T 1 . :
AN - N 1\ . r
o B T r "
Sy : L r .|
2 4 oy N ’
l‘t\i et II
h - ot ' :
" : has , :
LE L ) AR . "
R 2 AR . "
":ﬁ.‘l‘l} . '\.1.,.' LI r K *‘ e .“
A *.---H £ r I' X
- o 1 r N -
o \\ : :L . ) : Nh.:‘l-
% T M T T e K N
e R L A R R L L T T R TR R LA R R R R R RS  + + + EERERERERERE 'y ' n O]
. » . - - r ' L
WO : l\.\‘:: T . . N i i e e e s
*\- : oy ; . . . . . . a."-‘-;,,‘*"‘: RS
"a il TR - . b - T r Y q\
T : Ay Y T . . - . r : SN LY
PN : el : : ) : : : :
] ) "'-"i-""-ﬂ ) T ) . - - . . e dii
W e - - - - : : : : ; B
"'h,_. .z t‘\‘h" . T r . i . . . amwn
R, ; : : : : : : ; el
™) R N 'r"‘;. . - r : M M : X
) Wy : . . . . LR
-'| ".# 1 T r b - - " Y 4
;:";b*::_ ", uq"*""l . . . . - - r " s T
W ; SO : : : i i : :-
Y \-\q‘. 1 1 : . i M M i "t w o,
. . . . . . ¥
LA, : ) v - . - . . . '&_“‘}
i) . . - . ' v T ) K v i
v Y 3 N @ . - - . : : : ) E‘-‘*‘}
"\\_x L ] - 1 T r . . . . I' . \ X
L] L] - r 1 t
R . : - . : T T - " IR
\ - ~ - , ) : : : : o
Aty . . - - . . . . .
- . . . - - - . I;-.'\:\:\
- - : ) : : : : LECe &
L eV - - : T T i ' N
1 1 T r ' 1
“l- ~ - . L] - - r |I \#
“, } . . . - - r ":t " R TN
! . . . v : : : : h i .\
% RN T : . N T r Yont
S : : T : : T T ) g SRy, e e ]
RSLONN : : : : \ . . ' : o - M
L] - r 1
y " . . . ; . - - r " el u‘\.‘l:\'h\
A aTTTTTTTrmeseees gTTTTTTreeses SrTTrTTrrreses TrrTTrTrerreees AAAAAAAAAAALAAAASAA A A S AR A AR AAS RS N L -
[y : : T ) : . . . . . ::.‘-.‘ r\"\\'h""
. . . ' . - - r " . .
. . . - - . . ‘\‘.é“i
_‘1._'\._'\‘ " . . L - - r ' _‘\.
H 1 N . . L] - - r . *# -\
\ k . . L] - - r . i h
. . . 1 T T r ! &
h"“i 1 1 T r b - - " " \:‘:‘#
. L] . . " - - r " y
NG : ' : : . : : o
oy oy . . . . : T T - ; y A
- . L] T T r |I ‘ ‘
B , | , , ~ - , - -. §
" » . - . . . y
Pl T r . - - r .| by S,
l""l.b\.-\‘_ - r . . . . |: i NN
) ) : : : : : : . N
T ) . . . . . "i.‘l- '\‘
. . . . : T T r e
. . . . . : : .
. - . . . . . S
. . . ' : T T - .
- v . . . . . T
. . : . ) - - . ; s
. : - - - . - i
\ \ : , : : : : S
- r . - - r lI *."""""\‘\

.......................................................................................................................................

'
----------------------------------------------------------------------------------------------------------------------------------------- \ N
" " - r
- - - r ' T
- r 1
. - - r ' n
- r ' LN
. - - " ' L iy
1 1 T r '
. - - " ' L9 Iy
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
N - - Y '
. ' - - r '
L] - r L)
N - - r '
1 1 T r '
N - - r '
L] - r 1
. - - r '
L] - r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- '
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- r 1
. - - r '
- r L)
N - - r '
1 1 T r '
N - - r '
- - ' 2™
. - - r '

L L LN LN LN L N LN LY L i
‘.q._ !\I ‘.q._ !\I \i._'l. 1\. “_'I. "\ ..r'l. "l%.. I:,l '\,\" L -~ 11-: "~ o, ‘.q.. "q,.l
""ﬁ-\‘h"ﬁ" ""ﬁ-‘rh"*" ""-'n. =t et i % T g

s ) e ™y oY, g A v ‘_1-"-.“'-"'1. » \ -
}H‘,:r\:l '."t}‘:* N . W N ) R 3 . e

s
¢

L
o 'J.'
*ur
’ !
]
f”d
#
¢
/¢

P
:l’.r.r.r
o
4
rr
LA,
'l ’
""rf.ﬁ"'!
Fr J_..r-rf..l"‘
el
PR
’
/d
"-*.-'f
I,
Yrid

i

7
A
I i
il
ffp.r_’.-""
Ao 4



O 2019/028294

M
rs
N EEEEEEE

Y

A
A

[N e N
1 -

u bl B B
1 r K
) walae

L N N R NN B BN P L _‘._'l._'l _____________
. "
? [ ‘- e "N

: i
; i
- iy ]
L] I

. "‘m\h

. -
. -
. -
. -
. -
R T T T T T T
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. -
. .

!
.

.
'l' .-"

Ll -

N ?ﬂ\

-------------r---r-r-r---r---.it\‘_'ll---r-r-r-r-r-r-r-r-r-r-r-r
-

N .'-h"n.'-h.

: b '-l:'-h.'-l.
" LI Y
. tﬂﬁ

) o
: N

. e

) o
. ek

Ll
TTTTTTTTTTYTYTTTTTT T T TrTTTrTTTTTTTTY

1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
rT TTrTTTTTTTTTTTTTTTTTTTTTTTTTYTT ™
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
T = - == === === === - T - == === === === -
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
1 T
L] -
L] -
T

T T T TTTTTTTTYTTTTTTTTTTTTTTTTTTYTTT

TTTrTTTTrTTrTTTTTTTTT T TTrTrTrTTrTrTrT T TrTTTTTT

a
1 4 4 44 4444494 4949494944949494949494949494949494949494949494949494949494949494949494949494949494949494949499494949499999949999999999949494d

Ee
3

S

~m e w
—_— . 111; ———y
bl Wk . i

"ln."\ i

N §
ot L W—

R LD <3 N

TTTTTTrTrTrT T T T TTYTTOT

4
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1

4
1
1
1
1
1
1
1
1
1
1
1
1
1
1

4

T T T TTTTTTTTTTTYTTTT

e R

MEEJ

"TTrTrTrTTrTrTrTTrTTrTTTTY

TTTrTTTTrTrTTrTTrTTTTY

"TTrTrTrTTrTrTrTTrTTrTTTTY

TTTrTTTTrTrTTrTTrTTTTY

[ 3

21/36

T T T TTTTTTTTTTTTTTTTOTTTOTTYTTTTTTTTTTTTTTTTOTOTTTOTTTOTTT™TOTTTOTTTOTTTOCTOTOTTOCTOETYTTOCTYYTT T ™T
. Ll

- 1
T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTIYTTT
. Ll

. Ll
T T T TTTTTTTTTTTTTTTTOTTTOTTYTTTTTTTTTTTTTTOTTTOTTTOTTTOTTTTOTTTOTTTOTOTTOCTOTOTTOTOETYTTOCTYYTTOTYTYY ™
. Ll

- 1
T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTIYTTT
. Ll

iR ey Ty

]
o D i
rlilini® T Ty N T
1 ¢ y o
o T bW L N

L]
"y

r .
T T TTTTTTTTTTTTTTTTTYTTTTTYTTTTYT T TTTOTOCTTTOTTOYTTTOCOYT"TOCYD
r .

T TTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTOTTYTTTTYTT

r .
T T TTTTTTTTTTTTTTTTTTYTTTTTTTTTT®TTTTT®TTTT®TT®TTTOTTTTTTTTTTTTTTTTTOTOTTT
r .

4 4 4 4 4 4 4 44 4 A A A A A A

Fl
4 4 4 4 4 4 4 4 4 4 4 4 4 A4 44 444 A4 4 A A A A

T TTTTTTTTTTYTTT

F F F F FFFFrFrFrFEFrFrrFFrFErrrFrerrrFrrFrrrFrrFrrFrrFrr # FrFrFrFrFrFrFEFrFEFrFFEFrFEFrFFrFEFrErFrFFrEFrFEFrEFEFEFrFFEFEFEFFrEFEFrFEFFEFEFrFEFFEFEFrFEFFEFEFEFFEFEFFrFEFFEFEFrFEFFEFETFrFEFFEFEFrFEFFEFEFrFEFEFEFrFEFFEFEFrFEFFEFFEFFrFEFFEFEFrFEFFEFEFEFFEFFSTFSFEFFEFSTFEFFEer rrrrrrrr 8 FFFrFFrEFrFrFrErFFEFrErrFErEFErFrFFEFEFrFEFEFEFEFFrEFFEFrEFFEFEFrFEFFEFEFrFEFrEFFEFrFEFFEFEFrEFrEFFEFrEFEFFErEFrEFFEFrEPFrEFFEFrEFEFETFrEFrEFTQFrFETrF

4 4 4 4 4 4 4 4 4 44 4449 4449494999999 d9 9999999999999 99999999 449 44449

[ ]

a4
4 4 4 4 4 4 4 444 4 A4

a4
4 4 4 4 4 4 4 4 4 4 4 44

Y

4 4 4 4 4 4 4 4444 A A4

4 4 4 4 4 4 4 4 4 44 4 44 444444444444
' #w #» # # *» * F * * *r *r * *r *r * r *r ¥y rrrrrrerrewr#rr-rrrrrrrrrrrFrErFSOFEFFEQFOFEFQFEQFOFrFrFFEFEFrFrFFEFEFrEFFEFEFFrEFFEFEFFrFEFFEFEFrEFFEFEFrEFFEFSFrEFFEFEFrEFFEFEFrEFFEFEFrFEFFEFEFFrEFFEFEFFrEFFEFFEFFrEFFrEFErEFEFEFrEFFEFErEFFEFErEPFrEFErEPFrEFErEFrEFrFETFrerTFrF

‘ihﬁh th1~ P

b |
at \kmﬁf L
-

NN ey

PCT/US2018/045070

*l\.'x
.\ru-"
P

E\lﬂ
‘r\\:
wrtt:

=i
"
L.

-l
"
Tt
*imﬁh
Hhmﬁf

L n |

™ "

*EEH
'“\-u-"
*EEH
.\.-ri-"

[l

I|I..i-

-
=,
L

[ R

oy -..1..
[ R

|
R

.

P

L
e

L
1 gy
S

*tﬂ1h
\hmﬁf
*tﬂ1h
\hmﬁf
"t

kb

.
ol

‘l.‘-
-

o

o,

o
R
)
L LY ‘_- N

1“\."
."‘\.:1-"
L
."‘\.-ri-"

. "
b "

.

.I'-L“«.
L
.Iﬂ..“a.'\'..
L
L |

wanh
b .

ey
e
e dalad
e
"

h

Tho

T oy
L LI
R |
N

Sl

LY

.
AR TRRY
] L
ok

T mmw
-

"_'I-"I-

L".“h."."
:‘I-"I-"I-"
[

“_". '\..'q.

A n
\h11‘
b "
h "

et

h‘ﬂ\

FI1G. 10



WO 2019/028294 PCT/US2018/045070

22136

. . . . . . N + . . . . . . .
. . . . - . . r . . . . .
. - . . . . . . . . . . . .
. . . . - . . . - . . . . .
. - . . . . . . . . . . . 1
. . . . - . . . - . . . . .
. - . . . . . . . . . . . .
. . . . - . . . r . . . . .
. - . . . . . . . . . . . .
. . . . - . . . - . . . . .
. - . . . . . . . . . . . .
. . . . - . . . - . . . . .
. . . . - . . . . r . . . . .
. - . . . . . . . . . . .
. . . . - . . . - . . . . .
. - . . . . . . . . . . . 1
. . . . - . . . - . . . . .
. - . . . . . . . . . . .
. . . . - . . . . r . . . . - am .
. - . . . . . . . . - . .
. . . . . . : . . . . . . S ™ - s .
. - . . . . . . . . . 1
- . . . - . . . r . . . . - - m .
. . . . . . N . . . . * . .
- ) . . N . ) - ) ) . ) . . . - ) . . ) E . e - . .
. . . . . . : . . . . . . . » .
. - . . . . . . . . . . .
. . . . - . : . . . . . . . LA S - .
. - . . . . . . . . . . .
. . . . - . . . r . . . . e .
. - . . . . . . . . . . . .
) . . . . . : . . ) . . . ) - )
. - . . . . . . . . . . 1
. . . . . . : . . . . . . . e e
. - . . . . . . . . . . .
N . . . . . . . . . . . . LY
. - . . . . . . . . . . l‘.‘-"\.‘.. "\.“‘.' .
. - . . . . . . . . . . . . 1
- . . . - . . . r . . . L]
. - . . . . . . . . . . "«.,‘i. . - .
. . . . . . : . . . . . . ¥ -
. - . . . . . . . . . . .
. . . . - . : . . . . . . . Rmmm " o b
. - . . . . . . . . . . 1
. . . . . . . . . . . . -~ -
. - . . . . . . . . . . “II- . ] .
. . . . - . . . r . . . .
. - . . . . N . . . . . "-.._'l..- .
. . . . - . . . . . . .
- . - . . . . . . . . .
- - . . . . . . . . .
N L . . . - . . . . . . . R ‘.‘.'\ Ty . \
. - . . . . . . . . . .
- '\_-_ . . . - . . . r . . . . '] - . .
: " . _ _ . _ . T . . _ . . _ . _ " . _ _ . ; T N O N : R
- - . . . . N . . . . . . . Iy - N
. . . . - . . . r . . . . .
amu - - . . . . § . . . . . L“'"I,‘ . '\.L-_‘l- -
B . . . - . . . - . . . . i .
. - . . . . . . . . . . . Lmmm 1
. L W . . . . . t"‘ﬂl -y . . . . . ; - . kK
rrTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T TTTTTTTT YT YTTTTTYTTYTTYT YT Y T®T®T®TTTYTTYOTYTTAOCTOCOCCTOTTT T Tr TR A AT A -.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--.--r-.--.--r‘\_-.-.--r-.--.--r-.-ii-.--r-.--.
. . . . - . . r . . . . .
& . - . . . . . 1\; . . . . . . - .
. . . . . . : . . . . . . R S S Y '--..,J‘ .
. - . . . . . . . . . . 1
: =N : : . _ . - . ) _ ‘\3 . _ . _ g ) _ _ . : : . i Rt S
1. - . . . . . . . . . . . .
u ™ . . . - . . . . N . . . . i ;"l'""i. .-.‘_‘
. - . . . - . . . . . . . 1
u . . . - . . . N . . . . A "0...- -\.h "h'_
A .- - . . . . . . . . . . . .
. o . . . - . . . - . . . . . '
. - . . . . . . . . . . . 1 1
- t‘\ . . . - . . . . r . . . . [ e a7 e e
. L] ) . . T . ) - ) ) . ) . ) . . ) . . ) " . - *
& - - . . . . . . . . . . -y . .
. .y . . . . ) - ) ) . ) . . ) . . ) . . ) E . '|||..7|_ . - .
- LR R R . . . . . - . . . . . . . . v . . . . E . . . .‘ .
- - . . . r . . . r . . . . [
*':-,I . . . . ; . . . . ; . . vt h;":- .
. - . . - . " . - . . . " -
. LY . . . L e : . . . . . . e
. - . . . . . . . . . . .
- N mm . . . r . .:-*I . . . r . . . . -
. - . . . . . . . . . . .
. '*1.‘ . . . - . . . . - . . . .
. - . . . . . . . . . 1
- N & \L“ . . - . . . r . . . . _hq.
. - . . . . . . . . . . . .
N Wt . . . . " . . . . . . . aty
. - . . . . . . . . . .
. a T -y . . . - . . . . . . . -
. - . . . . . . . . - . .
. - . . . . . . . . . . .
N ™Y . . . - . t"ﬁ;“ . . . . . . . h"‘.
. - . . . . . . . . . . .
. w it e, . . . - . . . . . . .
- . - . . . . . . . . . . 1
. - . . . - . . . - . . . . "
ot . . M . . . - . . . . . . - . . . " . . b
1 ™ r
h.. ‘h--' - . . . . . . . . . L I .
. . . . - . . . - . . . .
- N . r . . . . . . . . . T .
" ) T “Wm . . . - . . . r . . . - .h
L o ]
i e - . . . . . . . . . -
. P | - . . . - . . . - . . . . -
. ] homon \: . . T . - . . . . . . . . Am *
. mamim: . . . . . . . . . . -~ .
N ] M . . . . . . . . . . . . . .
[ . . - . . . . . . . . . 'I‘h' . |. -
- Ll I I"'.." . . . - . . . r . . . . ||_| L]
n . - ) ) - ) . . . ) . . ) . . ) ) . - : h . ' Ny 1
. e - . awmm - . - . . . . y . i . . . . .
. . . . . - . . r . . . .
v----.;_.._‘_-r--'l.“_-"lr----‘-‘-r---------------------------------------------------------------------------------------------------------r-r---r-r---r-----r-r---r---r-r-r---r-r---r-rl ll------qL-r ‘Tr'rrv'rr'r'r'r'r'r'r'r'r'r'r'r'r-r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'r'\"rrrfvr'r T T T T -
. . . . - . . . - . . . .
. - . . . . . . . . . . 1
) , | imme . . . . . . . . . . ) N
. - . . . . . . . . . .
- gy = - h:‘ . . . - . . . r . . . . e
5 - . Ll w - . . . . . . . . . Y - .
. N ' . . . . . . . . . . . .
. — ‘-..'.\' . . T . ' . ' ) . . . ' . . ) . . : " . L : b
. ‘_‘ L] . 1..“' . . T . ) . ) ) . . ) . " . " ) *
g . ¥ 1 . . . X . . . .
) Cimw - . . . . : . : : . . : . g ) N . .
. N r"'l: - . . . . . - . .
- “h . . . - . . . . .
**"1‘ - . 'b.J‘ - . . . . . . .
. i . . . - . . . . . .
1-1."‘. al - . . . . . . -
. . . . - . . . . . .
_"-_-_ R L - - . . . . . . .
. . . . - . . . . . .
. . - . . . . . . .
. e B o+ R . . . - . . . . . .
L. - . . . 3 . . . .
N ‘H‘\ “x'l L . . . . . . . . . .
. - . . . . . .
) o N . . . . . . . . ) .
L . - . . . . . . . 1
. . n . . . - . .:-II . . . . .
. - . . . . . . .
. . . . - . . i . . .
v R . ™ - . . . 1-“-_"1\\11"-_"1 . . N
a y . . . - . i i h"l‘\- . . .
y . -+ . . - . .1‘ """""""‘T' . . M
£ 4 - - . - - q“ ................HT\‘. . - .
. - . . . . N . . .
1 -‘-‘-* - - - T - LI D R R R D e D D R D R R R R R D D D I I - - -
. - . . - - P . . N L
1 u e .ll'll'll . . . - . B N N I N I I I I e R . - .
. N - . . . . N . . N
B - . . . - . _1'1-’. P T T T T T T e R T T T R R T . - .
. - . . - N . . N
. S - . . . . P . . .
. Ll . . - [ I LI T T T R T R R T N N D I I I I | . . L]
. ™ . . - . oo F N R I R N N R R . . 1
B . . . - . P P T T T T T T e R T T T R R T . - .
. - . . - ook N . . N
1 . . . ™ . oo T T T T T T T T T R T T T B T T . - .
e P e
B . . . - . oo P T T T T R T T R T R R . - .
. ™ . . - L) N R I R N N R R . . 1
B . . . - . oo P T T T T T T e R T T T R R T . - .
. - . . - ook N . . N
1 . . . ™ . oo T T T T T T T T T R T T T B T T . - .
. Ll . . - LI T T N ) LI T T Y T T R T T R R T R N I | . . L]
B . . . - . oo A N R . - .
. ™ . . - L) N N R N R ] . . 1
B . . . - . oo P T T T T T T T e R T T R R . - .
. - . . - oo o B P o ' . N
1 . . . . L] " ' ] F ' - . .
. . . . ' . o .
L e e e e e e e e e e e m e m e a e e e e M= e = = m = e e e e e = e = m = e e k= = m m = m e == = = = m_ m_ = m = = M a a e e m e oa e e e a - - - - - - - -4 - - .- - - e o
b B e R T T T T - T FFFFEETTTANREREN LI L) * t.- * LI LR L) - - e e R |
L] - - - . L LN S D N N N -+ + + + + + - + 4 4N + + ¥+ + - - - -
. L] . . - N N N P + 4+ + - h Tk L N N . . L]
L] - - - L + + F F F + FFF R E + + ¥ + + +F t + ISR RE NN IR BE IR 3 B L B I T N R - - - -
- - - - - $++++++++++++i+++++ + + + +4 F F PP+ + + - - -
B . . . - R I N e e + o+ + + h++++++1++++1¢+4++++++ . - . - .
. ™ . . - B R b E R R R R R R bk e N+ L] EOEEDEIE L R S B N N . . 1
L] . . . Ll .‘++++++++++++++++++"* + + + & + + + + F ¥ + F ¥R FFFFFEFFFFFF . . - .
. - . . - L N N N T h-l- K K K N N EE N N S O N + + . .
. . . ™ L N N N S A A N + LR N ] EIEEIE I E O R N S N N . . - .
- - - - B+ + + + F o+ FF R F A+ F o+ + 4 + F F R EG R F A+ F - - [
. . . W LR L L L L L E E L L 0 S L + + + o+ + + o I N s N B N N N ) . - . ]
. . L] L] . - L e D e N N ) + + + [ ) + + + + g ) L B R Nk . . LI
@ s & s s = a s s m a w s a w m a o w s awaaw T T T L R ML R I NI N S R S R I R I R IR G N T I R HE R ++++ﬂ1h++++++11*1+ + + + F + + F + o+ R R R SRR « s & & = & & = & & = = & = = & = = & =w = &« = = & = & -
. . . - +++++++++++++-!1|-++++++L+ + L S e T I R N N . .
1 . . . ™ I I A A I + LRI P B R R o e N R e D N . - .
. Ll . . - .++++++++++++++i+++++++'+ 'i++++++'1-*++'++++++++++++ . .
B . . . - L N I N + + o+ + + IR MO A T N N N NN . - .
. ™ . . - B T T A R A R R R ++++3I-++1.1-1--|-+-|-ﬂ|-+++++++++++++++ﬁ. . . 1
L] . . . Ll m++++++++++++++++++++f++ + ++++“1""-+"-"-'-++-I-+++++++++++++++++ . - .
. - . . - L I ke L R B I N N S . . . N
1 . . . ™ N OO Y EE R N TR o B N R R ) . - .
- - - - - + + F At FFEFE A F R + + + h-l-‘--‘-‘-+++lf++++++++++++++++ - - - -
B . . . - I N N R N N N o ) ESEIEENE N o S N L I R N N N I . . - .
. ™ . . - N N N N D D e T D R D s oy e 5 S L N D N e L L k) . . . 1
L] . . . Ll * + + F F FFFFFFFFFFFEFFEFFP R + + 1*‘+++"*++++++++++++++ . . - .
. - . . - h+++++++++++++++++++++++ + h}'++++++++!++++++++++ + + . . . N
I on e e e e e w e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e N N N N N N N R N N N N + + bk b b E R E R E R E o E
. Ll . . - h+++++++++++++++i+++++'f‘+ +fi + + + ¥ F + ¥ ¥ F F FFFFFFEFFFEFFFEFF . . . L]
B . . . - L I N I I + 4+ + & L AR I I N L AL L L L L I L I L S L L . . - .
. ™ . . - B 4 R R R R R E E E A kR E E R h bk ti++++++++++++++++++++ ++\ . . . 1 Y
L] . . . Ll + + + + + + + F F+ F FFFFFFFEFEFEFEFFEET + + b ¥ 4 . + + + F + +F F F FFFFFEFFFEFFEFEFEFFEFFF . . - .
. - . . - \-+++++++++++++++++++++¢-l-+++ L i N R . . . N
1 . . . ™ N N N N S D I R N D D R il kO Lok | +t'_-i-++++++++++++++++++++++++ . . - .
. Ll . . - +* + + ¥ F F+ F FFFFFFFFAFFFFFEFF L “++++++++++++++++++++++++ . . . L]
B . . . - L I N I e+ L I N I . . - .
. ™ . . - L N N N I e T D N g ) L N N N I I R N O e . . . 1
L] . . . Ll + + + + + + + F F+F F FFFFFFFFFEFEFPEPFE S F L ] 'i-t"+++++++++++++++++++++++++ . . - .
. - . . - \-+++++++++++++++++++ oy N N N N I R N N N . . . N
1 . . . ™ LR N N O I N + + o+ e I N N N I O e N . . - .
Bk ko kBT ok kol ok ok ok ko ke e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e s e e e e
B . . . - N + + +h-l-++++++++++++++++++++++++ . . - .
. ™ . . - H*+++++++++++++++i+++ + L N N N N I R N R N N . . . 1
L] . . . Ll * + + F ¥ FFFFFFFFFF T + + "'i--l-+++++++++++++++++++++++ . . - .
. - . . - N o N N + L R N N N . . . N
1 . . . ™ L N N N I N e + o+ L N . . - .
. Ll . . - + + F ¥ F + F FFFFFFFFAFF ‘l'; ﬂ-ﬁ-l--l--l--l--l-'h++++++++++++++++ . . . L]
B . . . - N N N + + + + 4 + 4+ + + O N . . - .
. ™ . . - LR e N O R L E I E e N e e . . . 1
L] . . . Ll * + + F F FFFFFFFFFFFF ++++++++++++i.h++++++++++++++++‘ . . - .
. - . . - N N N N N I I I N . . . N
1 . . . ™ EIEIE I E 3 LR SR IEEIE SE 3 N LRSI IE e N N N | L C R N N e N ) . . - .
. Ll . . - + + + + + + + F F F FFFF A ++++++++++:|- i++++++++++++++ . . . L]
- . . . - I R E E E E E E E R N S e . . - .
e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e T s s e e e e e e e e e e B R A R R P Y Mok ok + e e e e e e e e e e e e e e e e e T e e e e s s e e e e e e e e e e T e ey
L] . . Ll  + F + +F F ¥ FFFFFFFFF +++++++++++ih+++++++++++++++ . . - .
. - . . - L N N N ¥ EE I N E N + 4+ + . . . N
1 . . . ™ LR D S E e N D L " L N N e e nE N N N R e e . . - .
. Ll . . - +++++++++++++i"-‘-"-i+++l+++ + + ¥+ ¥ + F ¥ + ¥+ + ++++++++++++++ﬁ . . . L]
- - - - - F I I R A A T I L M O I A + + + A+ d + 4+ F F O+ H - - - -
- T - - - LWk F o+ + kot F o+ oh R "‘"‘"""""“""“"‘ﬂi’"“'"“'*""*""‘"“'* - - - L
£ . . . - £ I N T TR T R I R I R e B O B L IE N L L N P LR N L L L L LN . . - .
- - - - - - - + + AR [ DL I NE S ht+++++++++++ - - - -
1 . . . ™ ¥ 1l+++++++++++++++++++++++'1-+++1-++++ . AR LI E L L LI o . +++++++++++++++++++++++++. . . . - .
. - . . . . . . .
B . . . - '\' LR L L L I N DL L o + ++++++++++++++++tw\.t-qu-‘_+++++++++++++++++++++ . . . - .
. - . . . . . . 1
T T T T T T T T T T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT ﬂ‘++++++++++-‘-‘iii+++ + + +++++++++h‘i\++++++++++++ T T T T T T T T T T T TTTTTTTTTTT T T T T TTTTT T T T T T T TTTTTTTTTTTTTTT
. - . . - T EE I N S + 4+ + + EESE IR N L) EE I I N . . . N
1 . . . ™ a LRI N b I R N + + + + + + + * LR L L L L L L S . . . - .
. Ll . . - L + + + F ¥ F P FF oA+ FF + B ¥+ + + + + + + + +° !++++++++++ . . . L]
B . . . - L ) L I e S + EIEIEIE L | L . . . - .
. ™ . . - L] EIEIEE EIETEIEE LR L k) LR IR IE LS 3 X P L L S L DL L L L b . . . 1
L] . . . B + + + + + + + F ¥ + F ¥ F + FFF + + + + + + + * + + F ¥ + ¥ ¥ + . . . - .
. - . + 4+ ¥ EE T + 4+ + + + A N T L) . . . N
1 . . . + L e N + o+ LR E I L L e N . . . - .
. Ll . [ ] + + 4 ¥ + + + + + ¥+ + + + + ++++++i\. i+++++++ . . . L]
B . . . [} N + o+ + + ENE S LRI N . . . - .
. ™ . EIETEIEE LR L k) L) L N N . . . 1
L] . . . + + + + + + + + + + + + + + + ++++t o+ + F F ¥+ . . . - .
. - . EIE I + 4+ + + + 4+ + + I e T B L + . . . N
e R R PRI ok g PR
- - - + 4+ F o+ o+ + + ¥+ + + + F + + LI I LN N - - - -
B . . . N + o+ 4+ EIEIEE | +F o+ 4 . . . - .
. - . + 4t + F + o+ F + + F F + o+ e N N N - . . . .
- - - - + F F F F + F o+ F + + + + + + LR T + + + ¥+ - - - - -
. - . T N + 4+ + e N - . . . N
1 . . . L e N EOEIEIEIE LR DR MR SR N . . . - .
. - . + bt E+ o+ 4 ++.h5ii + + - . . . .
B . . . N EE I + + o iy . . . - .
. ™ . EIE I E SE Nk 3k LR R 3K 3K 3 PRttt - . . . 1
- - - - + F F F F + F o+ F + F F F + + FF + Aok e - - - - -
. - . I I N EESE I - . . . N
1 . . . R N LR IEEIEE S + oy . . . - .
B . . . R I R N N N N + e . . . - .
. ™ . . ] “:_+++++ + o+ + + + + - . . . 1
- - - - + + F F F F FFFFFF A FF - - - - -
. - . . 1 ok kb PRI DL I - - . . . N
. - . . . '.-‘ P *‘-.H-' . M_ﬁ . . . .
. . . . - . . . . . g b . . . . ; : . . .
. - . . . . . h . . . .
. - . . . . . . . . .
. - . . . . . . . . .
. - . . . . . . . . .
. - . . . . . . . . 1
. - . . . . . . . . .
. - . . . . . . . . .
. - . . . . . . . . 1
. - . . . . . . . . .
. . . . . . r . . .
. - . . . . . . . . .
. . . . . . - . . .
. - . . . . . . . . 1
. . . . . . - . . . .
. - . . . . . . . . .
. . . . . . r . . .
. - . . . . . . . . .
. . . . . - . - . . . .
. - . . b . . . . . 1
. . . . 3 . - H_'-g . . .
. - . . . . . . . . .
rTTTTTTTTTTTTTTTTTTTTTOTTTTTTTTTTTTTT T OO YTT?TTTTTOIOTTYTTTOOCCOCTTYTCO”T” -:"r'r'r-r'r'r'r'r'r'r'r'r-r'r'r'r'r'r'r'r'r'r'r'r'r'r'r-riiili'r'r'r'r krrrrrrrrrrrrrT T T TTTTTTTTTTTTOT O™ -r-r-r-rmf-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r
. - . . . . . . . . . . . .
. . . . - . . . - . . .
. r . -"'Fh . . . ¥ [ . . . . . -
. . . . Ny . . . - . . . .
. - . . . . . . . . .
. . . . - . . . r . . .
. - . . . . . . . . . .
. . . . - . . . - h . . .
. - . . . . . . . . . 1
. . . . - . . . - . . .
. - . . . . . . . . .
. . . . - . . . . r . . .
. - . . . . . . . . .
. . . . - . . . - . . .
. T r T T T T ] . - . . . . - . 1
. . . . - . . . - . . .
. - . . . . . . . . . .
. . . . - . . . r . . .
. - . . . . . . . . . .
. . . . - . . . - . . .
. - . . . . . . . . 1
. . . . - . . . - . . .
. - . . . . . . . . .
. . . . - . . . . r . . .
. - . . . . . . . . .
. . . . - . . . . - . . .
. . . . B iy - . . . . . . . .
. - . . . . . . . . .
. . . . - . . . r . . .
. - . . . . . . . . .
. . . . - . . . - . . .
. - . . . . . . . . 1
. . . . - . . . - . . .
. - . . . . . . . . .
. . . . - . . . r . . .
. - . . . . . . . . . .
. . . . - . . . - . . .
. - . . . . . . . . . 1
. - . . . . . . . . . .
. . . . - . . . r . . .
. - . . . . . . . . . .
. . . . - . . . - . . .
. - . . . . . . . . . 1
. . . . - . . . - . . .
. - . . . . . . . . . .
. . . . - . . . r . . .
. - . . . . . . . . . .
. . . . - . . . - . . .
. - . . . . . . . . . 1
. . . . - . . . - . . .
. - . . . . . . . . . .
. - . . . . . . . . . .
. . . . - . . . - . . .
. - . . . . . . . . . 1
. . . . - . . . - . . .
. - . . . . . . . . .
. . . . - . . . r . . .
. - . . . . . . . . .
. . . . - . . . - . . .
. - . . . . . . . . 1
. . . . - . . . . . .
. - . . . . » . . . .
b ' : : - : T ' : ' § "".1 ' : ' : ) ' : -
T T N T N N T T N T T N BT B - te A S S N T T BT




WO 2019/028294

200 nm

-

.

r-:-j
oy
==

N

FE

L

o)

o=l
Y
N

23/36

n ::
. N
0
» '
L] . . H
iy N '.
n L q-
N h
%
H
- a
LY
)
i'
4 N
N
)
LI .
N
~d 3
™ 3
D
»
b._
~
h o
) Y.
v
a ==
N -
\
% ar
> b
'y r Lt
3 A
W -
fn L -
*
D
")
&
)
]
)
W
"]
W
)
™
]
g
X
»
o
2
N
&
o
3
K
Iy
&
3
L3
¥
iy
o
&
3
3
L e S L%
z oy v
".- - o=
.#i !Lﬁ‘ lk'-'
.P- s yuw
* -, \'l.' LB R
W -
3 . £ 2N
‘i [ ol T 1.." .
# - - [ 3 l.
& S SN
A . i
» Rl 1
& o~ 3 ¥
n \ - L] L
‘iﬁ ‘."-;‘3 W N
s & v 0 3
l‘l‘l L] 1_\-\.'-" i.'\
. B &R
IP ..“"'""' ':""‘*:
ﬁ" \1.. I;l..".'l
"y i A
'b.l"‘" o e
" Y ‘:".":‘-1‘ l“"q 1_4
%\ = -h‘:‘i‘l R S
N N
‘1-‘-‘\. .n-"'i\
\k'l."‘" "’In.'l."‘.
LS ] [ Y
L W
- -q
- {\
L) %
e s
k- "ﬁ'i‘-
pi e S,
.
L)
g T ] "-ﬂl
4 . nt
e )
N )
™y
T, -y . * *
e < &N Tet o
™ o & oY PN
TONT N O NI Y W eI
LW T W, i': R WL, Aty At "-.,*: ..4':- Ay N ::' 4
1 J... h o] y " ‘hh"ll-" A

.““‘-‘““““"

ﬁ-"n.‘;x
D
~

LY

Y
A

h\‘\\ﬁ-

§
y

L N

Wy

..ﬁ* .‘hh*
;E. =
‘i:q'

#
N‘k""-.\.t‘

.l'l'l'l"l"l'l'l"l‘"l

PCT/US2018/045070

I’i ;.’
Jll' -y
LA S,

)
d

“s
¢
da

r -
ar
ras F o

L 8
-

.

& L]

-
-

"\.“h

T
FlG. 12

.
oy

F

B
‘o
o

W B
. .
.-':ln'...‘ "'-\."‘:

"

., - L]
Ty W l:‘*:. \'-n.'-n.'-‘
N
L I l;... 'l

| * e

"l...."l- =
[ L -

Ko *

» * " e Ee
=, "'-.1-.‘
\."h. Lam
v

."*":‘h T
N

LN .

R i
am iy b L] ‘_1'-\.
gt \
._.."'H = L .,
- . N
R S
L ™ ¥
am ._I-:“" .‘-'-'i-.'
... .

- ey i
Yt g 'l"l:'l
.‘_1..1. L
o T
™ 1 +
' Wb

-
N
4
el N
L . Y o ow
n !
L ) Lmm
1"'\
: __________________ . "‘In.'-n.""
T
L .""x -
L Tt
e "y h
A 1‘&,_5



WO 2019/028294

"

~

B

e

=

RF R A

.

'l

o

A

EF I B YR X

",

X

R
W N

'

2

P PPPPPIPPL P P

R

w

LA

i

K

L I 8
-;,p-_

~
umxuxuxmxuuxmayxmmxxxxxxxmmxxxxxxxmmxmxxxxxmmxmxxxxxmxxmxxuxamxxmmxuxamxumxuxuxmxunxxxxxmmxmxxxxxmxxmxubxyxxxmxxxx
o~ T

M
S
-
N
S
M
"
-
-

L]
-

LY

Ly
a
o ™ ™ i " ™ e e e e e e e e e e e e e e e e e e e e e e e e e e e g

IV I

ST o L
.

;-.'-

i

A

"

TP TYTY - . TIR VI yeyy
g W

U ua L

B e e e e e e e e e e e e e e i e e e i e e e e e e e e e e e e e T e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e T e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e )

241386

B ORI, ,

e
¥
L
L
L

>

o

[ ]
+

: .3- &.
2 ol ‘QE
..“ -. -.?
1 _{'r ‘ 1"’
et

-

1 &
a

PCT/US2018/045070

F*rTTTTTTT*TTOTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTYTYTTOTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T O T TTT



WO 2019/028294 PCT/US2018/045070

25136

%555555555555555555555555555555555555555555555555555555555555ghh5555555555555555555555555?&55555555555555555555555 -

-ﬁ

Nans

Eoek o

i o PORIPRRRIAIr o £
5..}

o AN
?!'f..-
ok

11111111“-.‘*311"-u‘*-h111111111111111111‘-11‘x11111xxxxxxxxxxxxxxxHhh.‘x111111xxxxxxxxxxxxxx1xx1xx*-_-:5_1xxxxxxxxﬁ‘yxxxxxxxxxxxx AR AR AR AR B AR Im AR

'

FIG. 13b

P AR
i
o

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, LM

"-.-‘-"-.-‘-.‘-‘-‘."-.-"-.-‘-.-‘-‘-‘-.-"-.-"-.-‘."-.-‘-‘-.‘-"-.-‘."-.-‘-‘-.‘-"-.-‘-.-"-.-‘-‘.-"-.-‘-‘-.-"-.-‘-‘.-"-.-‘-‘.‘-‘.-‘-.‘-‘-‘."-.-‘-‘-.‘-‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘.t‘-‘.‘-‘-‘.‘-‘-‘-‘-‘-‘.‘-‘-‘.'I'w.‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘.‘-‘-‘:‘ﬂ;‘:‘; o .
> RTTEEREEERRERRRR T R R ERREEREEEE
%
%
%
%
%
%
RY &f - I'j‘.

il
0

ot o AR et
-ﬁ?

RPN

A W
' DR - ST
NS

ORI S T

;Eﬁﬁﬁﬁﬁ fﬁéﬁ:;ﬁ figﬁiiiﬁ '3§$§Eb

e B e % S KK l}:._*ﬁﬁ;.1 R
NG U QURYD

T T T T T T T T T e e e e B -



PCT/US2018/045070
26/36

WO 2019/028294

el "Old

L
:.
-
-
B
-
L
u
-
-
-
5
:.
3
-
B
3

3

K

i
A
?i&n&#&hﬁmﬁxxﬁn}t‘ta*.x%x...»vxxuax}uu? T _ " s At R P PR i, O, 1L . _.u..tavﬁk_xh- 1331
_ Sy - b fr P ..#.\Hﬁhﬁwn.\\\hﬁvﬁuxﬂ#@ e, nuv}.“_ K&lﬂ&&%&wﬂx ol o P4 ™) w.uﬁ%xh " Ewm:.mﬂ. e ._.__m.,_ Hx.....m&i i s .\\.__..__.___..n__.._____q.. LATAL Y &
Loy TN AL : o s LI A AT nn T gt gt e e,
@ » P £ - _.“_ ; . ,_ / >3, x\\_.u._.\h.. PTG e e v .
._:._ N / ) i
v .l o o “
’ b : ’
. i " 4
i L P _
L . L '
LAl 1 il NIRRT e et 'l ol okt in o rm . . . A, : ity e ;o L EI Y
O A A VRN e b b o ity o R R T Y L W L T L TR o | i R
h F -t | A il W e o S % e ey % i ot i TR, T
HenseE i3 P 4 ity 1 AR ¢
- ' - i il T Nl L I
\ iy, ) - URALL
i 10 ’
iy AT
. ’ ,“.“:.
]
s ‘ b )
1“_...‘.“_._\_ _.1 ..._._.._.1nﬁ%rﬂhi—-ﬂ\rriuﬂ;‘.ﬁ\hﬂiﬁh\hﬂfﬂhtllnb\h...-...t.h”_..t..r__....t.q.l..l.__r-. ._._r.ifi..._.h..__. . __..__11_ . ' . , . . deo, - i . . Iy 4 ' \ﬁtft\_ﬁu‘.hih‘
5 oy O b Pty gy o 5, IR, [P S t, P OR[N, v ‘{viﬁii
At ! il 1 1 a . [ JA (N N . Cea m A A Fa
e f : ) o, | RO
_”“. Hrg P 1
A Rl
. Yo
-_- ._-. .-ll ) T
w il -0
. i
B TR Fry o v PRI aa Fuwdd s . o A ) . . g i - i . SRR E A,
4 e N S v e A o e R T PN N P P Y SRR e e T L) T R T R L T RT VN : m“ x,..x..._....__....ﬁ_..‘ S LA
o p i e ML T S i e Ay T LI o
._-._..__.....” R .a_.q\‘ ". _.”_ ! ._q...L.-lﬂ"_..l..lﬂ‘ . i “ .‘.“_1\1“1.‘-_;1..;‘...\-_.-1113.\.111_._11_._‘".1111\ R -.xq_
._ . 4 .ﬁ;...‘h..,...,.....,_.f ] __“_\uw . .
] _._ 1. . \ _. “.-u
_rq 1 _.n__ g i
7 i
¥ S
2 B | lq
1-_.-.11._.n._..._..__._".__..___...-_..._.... ._._._.t.._..__.h._._. .__._L..._.._.__..__..._._.. r oo ey I ' . - . .- - . .- [ . - T e e ___r.-..__t_....t....__.__.__.
i .& W\R . .ﬂ__ IS T A xhb..wmﬁkwﬂﬁhh.h.&\ LA \\ LT A TR e, ", Mhmﬁx«ﬁh&aﬁﬁuhﬂ Gllas ?ﬁ&xﬂﬁhﬁubtx e ? PT b "m w i o Gk i .a_._.u@ﬂw
RT T .. “ : h_. ’ ﬁx.i.vhk, .“_m ’ xﬁ\a&\&aﬁwxﬁ PR a4
¥ T, i T y
; i |
it
e
”,“___:
.h“m-n
oy
v
"
"

DR

al

LO0S

-

T T T
L B 1
Illlllllllﬂ.‘ﬂ.‘h

LR Y

e AR AR A A AR R T = e e e e
-

e e T e e e T T
1
-
I
N

fmmmmm o e
S ot T

L N Y

TEAMEANRL

B ."..____ﬁ.m...“._h

L

J

S

4
L "iq'r

oy

INY



WO 2019/028294 PCT/US2018/045070

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr

)
".
. ) o b o ey a0 o
o N X 0 o A0 ol e bk Lo K o
- - - Txe T = Lt e e N Y N N
oix ) Py ) i) oy X MYy A oy L L 2 14
e LY .,_'t'.." ,"\"'." . .."-._..__' ...1-.__. "t e -y ;i.:‘h_r,: L . _..fl-._,_ a -
LF L PR ot Ld o) SR bt o S ;:n L S, S
- L " i ) : | ) .‘:: N q.: oy E .
.
-
x
3 mﬁxxxxxxxxx 3
> ‘m L
- - R R
N ' Loy SO L
.\. . “‘t‘ .'l ‘.-._I‘
s PR T A
o k. ' e e
: | 0000000008 Datie
y - L
-: . :-T+iiiiii*i*iiiiiiiiiiiiiiiiiiii‘f‘ . ‘_"'-Eﬂ .
‘. ey o
x . . SN
: ﬁ&.\_: o =
by Gl awle C Ty
., mﬁm : ‘u,_-;.ﬂ- _}
. C MMty '-“"l.r"'*",
v e =t
x>, ﬂ ' K - ,P"*
"j ' h" 'u’.
“ Ve,
I.l_l'l.:l'l.l_l'l.l_l'l.._l'l.l_l'l?'l-'lh!-'l-'!‘!kl-'l-'!-'l-'lh!kl-'!‘!-'l-'l‘!-'llllln:l-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'l.-'lh!-'l-'l‘!-'l-'l‘!-'l-'l‘!-'l-'!‘!-'l-'l‘!-'l-'l‘!kl-'l‘!l'll '-"'-.:' -
11111111111‘!111111111E."ﬂ."-ﬁ."ﬂ."-:!."ﬂ."-ﬁ."ﬂ."-1."'{:.;&11"-:CM111111111111111111111}-. L :: .
' . ¥ *rmm- T
_\ k&&&;‘;&*ﬁh&&&%&&%&%&%&':. *n:::' . .h"'.':."'.
1) ' .313333333331&11&?-.3 O ':3*.3__ b
. M, g
. o R
. Ll Ty
¢ ' ..l"'. . -I."_.
. A
:: .n_‘h
'q.
* Q'i.'i.'i.'i.'i.'i.'i.'i.'i.'LH‘A'E‘E‘A'L‘Q‘A‘L‘Q‘A‘L‘Q‘A‘L‘E‘L‘L‘Q‘A‘ _
NUNNNNTRNNNNNNNY D L
x "-"-.‘-."'."-.‘-."'."-.‘-."'."-.‘-."-."-.‘-.‘-.‘-.‘-. et
:: . : W . Il
g N, . KR
. T "*"',._Iw.."_ =
3 hxx’u'm:; St
3 EER ey S
;+;+;+;+;+;-|:;;i;+;+;+;+;i;+;+;+;i;i;i;i;i;i;i;i;i;i;i;i;i;i;i;i;i;i;-l.;i;i;i;i;i;i;i;i;i;i;i;i;+;- . B _I"‘:_-:h ; .
3 Y
. o
Al e -
0 TR
o . ST
\ AN N
. “m
: .I.E ."":\'4-."..
ALAN . .-""\..
» : Ll
.\ ) -i:i:i:i:i'i"l-"l:i:i:'l:i:i:i:i:i:i:i:i:i:i:i:i- h.‘ :-.-'.
A R C At
- LA N RN T
;. ' T ’
< PN
L K\\H\'- .
) *h‘u‘u‘*.; =
: RN

P e R
-.- -Eir:
W
¥
"

; r‘.i.‘.i.i.‘.i.i.i.i.‘.ifi.‘Tififi'ififi'ififi'if‘fﬂ .
g
v R
"‘ -I.I.I.I.I.I.I.I.'l‘
B T
: H‘:‘:’ 'I-‘-'\_
by W e
» L o
3 aan T
m ’ wt ot -

N .
' . ¥ . L
. ) “\ \‘_..'h 'h-"lv.-"l.:‘"l-
. e -
. Sy '
) Ll

et A,

'mm&zm-: | YN an

S
"
-l".“‘
. B
Loate?
Y -':_.t-
1
£
)
l: -l'lj-d A
AW A

:;: _ ;:::H N ~ ';}*;-:.‘. 1'-':-‘
g i R A A - e
N ke ‘.‘u‘-‘-‘-‘w‘w‘u‘w‘w‘w‘h‘ﬂu‘w‘h‘u‘h‘h‘h : o "‘:\:-"'. = : t-i:
‘u . LT e
- " ‘.l.--"'u M {{
: ."7-:." L . 'l::}
* SN 32
X \ ) ' . 1.‘ ] o
- \ . AT
LN iE ..i .
}:."h."h."'l-.11111111\11\1"'l.."h.."h.."h.."h.."'l.."h.."h.."h.."h.."h..11111111\1111"'l.."h.."h.."h.."h.."'l.."h.."h.."h.."h.."h..11111111\1111"'l.."h.."h.."h.."h.."h.."h.."h.."h.."h.."h.."h."t\"l.."\."h."h."\.\"\."'l.."\."h.."'l.."h.."h.."h.."h.."h.."h.."h..1111111111111111111111\ - . ' :-::“-
“1“:.‘:.‘:.‘1 IIllIlIIlIIllIlIIllIllIlIIllIlIIllIllIlIIllIllIlIIllIlIIllIllIlIIllIllIllIllIlIIllIllIllIlIIIIIIIIIIIIIIIIIIIIIII. 1;‘; .-':{..-‘I_
' ilf't?tth't?tf'h?t?t?tf'tf't3‘_"13?@t‘f’tlﬁtﬁtﬁtﬁtﬁtﬁ.‘ﬂtﬁ@@é@@@@@@@@tﬁéﬁ1‘@@@@@@@&5@&?i!'tlﬁt\\"h"’t"t"t"t"t"'t"t\‘t‘t\"h"’t\‘t‘t\‘t‘t\\\\‘t‘t\‘t‘ﬁh‘ﬁ' . "l;-:" i ﬁ :‘.5
N e
b " '-.E o,
: ST A
o iy
3 N
3 83
" 'i.'i.'i.'i.'i.'i.'h'.'li.'i..'i.ﬂﬂﬂﬂﬂﬂﬂﬁﬂﬂﬂﬂﬁﬂ‘iﬂﬂﬂﬂﬂﬂﬂ‘ﬁ :
" ;"-."-."-."'-."-."-."-."-."-."'-."-."-.‘-.‘-.‘u‘-.‘-.‘u‘u‘-.‘-.‘-.‘-.‘-.‘-.‘-.‘u‘-.‘-.‘-.‘-.‘u‘u‘-.‘-.‘. Tt
: T
g R
p TN
:: .-;-l-;i;+;+;i;+;l;-I-;+;+;i;i;i;i;i;i;i;i;i;i;i;!.-I- . : "": “"“_
S e e e e e : SR
Y ‘.‘-‘u‘u‘u‘u‘u‘u‘u‘u‘u‘u‘u‘n ot
LY AR R R R R R R RN :
L .‘,ﬁ."ln."li".
- %% .
:‘: . _ .‘q..."l...: . ;t' :.
N g E o *‘.-_:{-J_l,..__
_:-I:I:l_: _.ﬂ;'{“_.
. faal TR
.‘ : r l::;:': [ |
: ..'...'.;,"J‘
. . . : ) . g
. . ' . .
. . ‘| f :
ixxxxxxxxxxxx ' >
. | : % L *l':'i.":' -
» A,
: g
-.r . :'n..‘:a-' -
. L
) O
: T LS " e e e e e e e e _. ) .‘: )
. . e
: DU .
v goatmiaialtals o gt
> SO LI
il . ‘:‘:‘:‘ ’ T '|.| l-"lhl.
e W Ty o~ .
" _ ﬁ . :l-;“
y - - 3
:l .
.'"
lﬂﬂ‘;‘;‘i‘;‘ﬁ‘;‘ﬁ‘bﬁ‘L‘*L‘.“L‘L‘Q‘L‘L‘L‘H‘L‘L‘L‘L‘L‘*L‘L‘L‘L‘Q‘L‘L‘L‘L‘L‘L‘L‘L‘L‘bﬁ‘L‘*L‘Q‘L&“L‘L‘L‘L‘L‘L‘L‘L‘L‘L‘L‘*L‘L‘L‘L‘Q‘.“L‘L‘L‘L‘L‘L‘L‘L‘Lﬁ‘L‘L‘Q‘L‘L‘L‘L‘L‘L‘L‘L‘L‘ﬁ‘;‘L‘*L‘L‘L‘L‘Q‘L‘L‘Q‘L‘L‘L‘L‘L‘L‘L‘L‘L‘L‘L‘Q‘L‘L‘bﬁ
1‘_‘;‘_‘-.'_'-.'_'-.'_";"- M N e |'-f -
h."'l."'n."l."'l-.111111111\11111\1\1111111111‘% "-..'h.'h.."-..'h.'h."h..‘h.."u.."n.‘h."u.‘h.‘*.."n.‘h.‘h.‘h.‘h.11111‘\‘\1‘\1\11\11\1111‘\ : ‘h::f.f-,‘
v M e R R R R R R, = ‘,:'1_
: : o PR o
g \ HHIHHHH:
X
WoN_ N N N N N N N N N NN NN N N NN NN NN N N N NN NN N N N N N N NN NN N NN NN NN NN N N NN N NN N N N N NN N N N N N NN NN NN NN NN N NN N NN : l‘l:.::"
Kxxxxxxxxxxxxxxxx R N N N R AR R
- e
.

- 'y . - K " -, ol i
PN =y . ool L ot i Lok
1.'l.. LW ‘.I- |._--'-

M T 11:{_ :



WO 2019/028294

28/36

PCT/US2018/045070

AN,

TN
N
ﬂ:h‘h}y:-.

S

s T

T

W

N

e
BNy
£

aaaaa

N

R R

o | -
v x-:-c-% L
. '3:5 L S T

7

=

.
NN

R

L Seeess
NN

FIG. 15



WO 2019/028294

-

W

z
7

:::g :::g
o A,

29/36

[ - e .
=k ¥ % 4 h o E Y hhwww

.

Fs
““I.'I'I .
s e 4 B R 'l-l-lllilli‘

7y
5',-.-,)". -
4
i
/2,
L
74

Lot
r

s

¥

i
5%
Y

7
3

'

oy

L

»

oy

'

LAY S g

a
a
a
a
a
4
a
a
a
a
Fl
a
a
a
4
a
a
a
L]
-

111111111111111111111111111111111111

A
e,

: Z e
) . -.-"‘ﬂ.. e
. : .
\ 1 ..-‘"é RO
. .
. ' . at-
at
. ' -
L] ' - i‘
. ' -
. lll.'I
. ...-'h- >
. ﬁ.'.' ' o
. *ﬁ- ' o
L] ' l‘
. )
N o e ..l_-‘- '
N . -i:'ll-- . -_;I-'T.!h !
o it LY L
.-*h‘-.. et . i'l"'ﬂ-.-" L
f " L atet e -"Ii.\-in--.-i"'
“hlh amae - 'l.‘!.-‘ . -‘--"i‘l‘ll- ML '
e A . n et - l""l-'i.:-‘ o
"l-.‘i L *‘:.q_..-" . ..‘i‘- - %
'i!:‘;--‘q- ."‘-.-.l L i “*i:‘i‘i‘l =
*_‘i 1 [ | 4+ %" B

[ [
+* + + + F + F F F FFFFFFFEFFFFFFFFFEFFEFFFFEEEFFFFFFFEFFEFFFEFEFFEEFFEFFFEFEFFFFFFFF R FF AL L AL L ALk + = &

R
LY

N T ¥
-. W W
5, SN

SR R

[ 3
E
§nd
.
a’ .

)
S
n L
Zh
e
I
i r
i
¥
W

RN, ik

i‘
*
,-:-m_} e,
L Nt

'frr,—'rx-_
e

1 -.J .
sfdhl"

A w w4 .
- LR | - =
t.I.‘I_‘“llll
%R -
* + 1 .o
LI I
- ~ % %
LN |
= % 4
- m
k-
[ I
-+ -
[ B .
LR -
- 1 .
- -
- &
[
L
. ¥ -
L]
L
-
-
- -
e
L]
. -
L]
Ll
L]
Ll
L]
L]
L]
Ll
L]
r o=
-
=T
+

Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
"
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll
1
Ll
Ll Ll
11111111 L] T 11 ] 1 1171711111111 711k
' roa
- "
. -t
| B L]
. [
T -1
. - +* -
- L I
n - L |
- - - L]
- -
. - [ |
L -
-- LN |
L I roa
. - LR
LI L
L] Fon
- - L]
L 4
L L
r L]
L "
r L]
- - L]
r r a
LI L]
L] LI |
LI r
4 -
]
]
- -
L]
n
L]

-. .. ._,_,;
Bt e

B
-
+
. -
L]
1
-
. L]
-
- -
L]
- .
- - L]
= -
ro- -
| LI
. -
1 L]
L] L]
L] 1
+ L]
B -
» L]
o EE
L] -
- L]
B .
L] 4 L]
. -
1 L -
- r
-
.- ™
Fl n
Ty -
u -
- e
5 L]
]
rho- ¥
]
r

. PR
4 F ok FFFF kAT
s d o F F F P FFdd

1
aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

. e
x /
. R

o]
f"-:r

?:-"#1
T
: f""-
-!-;:-!-F'

~

PCT/US2018/045070

g
P

et -
Nonae® e
..-.-.‘-"'-.'.i..‘- b
. -
\uﬁ_.-." iy

T

!

S



WO 2019/028294

30/36

L

L R

o
.-.-.'#'
P
e "
» "
- - )

'
1111111111111111111111111111111111111111111111111111111111111111111111111111111111111111

+ F F F F F T
14 4 4 a4 a4 a g a a a

A

"i.lr .= ilu.l- : -mw -
T I A N s
o R e ..‘.*'.':":" +
“.-.' i .l'll.lI I-_;l - -i:'l.l :
F s .
" ™ J-'r

R, oL
..!,, .:h‘b ",
L )

......................
.........................................................................................

11111111111111111111111111111111111

..................................

i

- Eh h
T .
" F L]
M o
i‘l‘ r.i‘|
| T} r 4 -
4+ 0 [ ]
LB | L]
-il""l- ‘1-
il ll ‘l
:. "w 'i:
e .
il .'I ‘I
il .'I .i.'
' O
_I_ l.‘- ri_
- .
* 1l i-l
l“ -.h .l

PCT/US2018/045070

N

Dt

SN

ey

o

s

N
bt

7
iﬁii
FIG. 16D

o
QU
N
o
LN

En




WO 2019/028294 PCT/US2018/045070

31/36

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr

ing

AN , i : : : : : : . .

M ; : : ) ) AN : ; : Wy
o R S ST S g oK TN S : "{

e . . : . . . : . ' b Sl

e

: . : ) - : ) - : : NV,

& ; | | 5 | 5 5 5 N
™ 5 | | 5 | | 5 E I

; 5 ? | ? § | ? § 5 %

|||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||

Ll ¥
S

iyl
ad

N
e

R

1Y

Ly L

™Y )

R

-.‘:_-_;-;l:_

Lt

7
7

JJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJJ

309
%

b Ak
o

.
-7

L)
.4
*

e
r

r
[

A

e,

Mo

o

(.16 after heat

2

ity of

1SSV

225 nm samples show em

Fl1Gz. 1 7a



WO 2019/028294 PCT/US2018/045070

32/36

it iy
AN ?'L-nﬁ
&N o
L o ey : ‘.“\:'
BN oo T
..................................................... : - e e e e e e e e e e e e e e e t‘:"l 3 SRR 1& : By

' L : : )
3 o wai 0 ON

"'}"-".
Awy
s o

&

L haine

- )
h s o
4 o'y
k', "'t ! \ . \.-"‘
ataty . - . : : s

. a - r ' 14 . ’
h\'ﬁ- .- . 1 "l:....-_'l‘
- ' 4 .

.,_-ui-\-'\ : : " ' . . -.:-i'-,,\\
X . - ) . )

.‘ : L
- e, _:: kL
W3 s fad
-hxxx*i,: D

ity of ~0.20 post heated

1581V

FIG. 17b

*
- R
5

ey e S A TR T

b3 : 3 , ; " '}
?hﬁqé 5 : . i ) iﬁhﬁ
P _ 5 5
R _

. : ; " b
'\H.L ‘-n;'ﬁ..-.. .‘-«.."n."u-., ;ﬂ.\:} - .
: i . .

150 nm samples show em



PCT/US2018/045070

WO 2019/028294

33/36

*"\.'H
."\rri-"

WA

)
wet

“

-

T T TTTTrTrTTTTTTTTTTTTTYTTTTTTTTTTOT

T T T TTTTTTTTTTTYTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTOTTTTTYTTTTTYTOTTTTT®TTTT

'\'I.'I.\:
'\"l'i.'i.:
.

*‘.
"
*‘.
"

™
-t

\

owow N
LY
Juh
b %
]
+

.\h‘h.

]

e

™y

."'h '
| dabaie¥
L]
"'-l.“«.'\,'.
k.\."- *
"'-l.“«.'\,'.

sl DldA

Faogr - % .___..qﬂn_..___._n..._.q.___\._.q.._.___..
A bRty LTI L e A
_"__. ..\____-.\_ _-._..__u_._“____._ _.,\“_..ﬁ A .__.__...____ ,__....MH__ 1..____:_..ﬂ_.,..£__.._.__..q__w.___q____u__.
* : .

4 &4 &4 4 &4 &4 &4 &4 &4 & & 4 & & 4 4 & 4 a4 & 4 4 & & &4 & & & &4 & & & 4 & & 4 4 & 4 S S A A S S A & § A4 S S S S S S S A S S A S S A A S S A & S & A4 S & & 4 S & 4 S S 4 S S A A & A A & & & 4 & & & 4 & & 4 4 & 4 d & A A & A A & A A &S

o
-

¥

o

e

- .

T“m [ F ” ‘.‘l.—-.‘.‘.— -

S e b N
f.l.‘\..__.___t * = .l \.1-
945 N

LI BN ]

i R i )

A

n

R

n

-
. k=
LI
-

NN
o
.":'ﬂ:l_'lq."..".

-
L]

F F F F F F F F F F F F F F F F F FF

L |

B

F F F F F F F F F F F F F F F F FF FFF FFFF

1
1
F
1

e e L L L L L L L e e e T T

k

"
-i
"
wn'
Uil

e
“n
W
e

]
R
q_'h N
e

q.

"

L] .Il"'\
mi

"™

L B
"™

“.
,
“.

.
N

L B
e

.

L
[ S ¥
"
[ R

4 &4 &4 &4 &4 &4 &4 § &4 & & 4 & & 4 4 & 4 4 & 4 4 & & &4 & & & & & & & 4§ 4 & 4 4 & 4 4 & A 4 & & & & & & & & & & 4 & & 4 4 & 4 4 & A 4 & & & & & & & & & & 4 & & A S & A S

[ b [ d
b [ 1 '
] k ] ]
* [ b * ! [ '
* F ] * w oy F .-
3 N N ] ...l " o o = N .-
" L s
¥ . . - = L ____...-_...‘...-_...._...-_..-___.-1.____.1.. S . _.
* ] ] o .I..l‘._-I. |.-._. ] L]
1 ) w oy r L) “m '
. F ] w N . _-.1.1...._.—..1.. ...-.- F o
] 3 [ -1_....1. - ] d
] o r 1 L ] '
] ] o g [ ] L]
] . ) ] 1 » o+ '
r ; ' l......—. L) r ]
] o FoFF F FFF 1 . s E '
F . o F ok FF g Ll F Fl
] - w F k 3 Kk 1 r B 1
F o ¥ FE ¥ o . F Il
3 - FoE ] 1 F 4 ] '
F [ ] [ ] .-._.l.. E F d
' r ' y |l_-. 1 L * ¥ o r ‘4
111111111111111111111111__1111111111111111111111117111111111ll N R L _.111111111111111111_.111111111111111111111111_._.1111111111111.\_.111-__.111_.111111111111111111111111__-
b E F 1 L '
] * = ' 3 H ] 1 —_—. iv_l_.l_ o * M
. F l -.1.1.-.1._- . b . . F - L] [ K
3 - o Y -li. [ . iy F 1 I..l..l. * N
. 3 k ¥ 1 ] ]
'
' L -I_-nl_-..i“li..-‘\_. r 5 r * ! —_—. ..I.-I F ”-
: et : A , . _ % -
| ] [ ] ¥ j L]
w ll.-h -‘1. [ : 3 * ! F .1"_. .;
w
A A P ES sttt : ” _ .. y
- " ...ln”l..li....‘.”..l_-.ll__. k [ 3 -"_. K
Pt t R : : i . " * -
11..-1!....1.....1.1.-1.....‘ . " [ [ [ . . _._. ._.“__. K
L ] ] 1‘ L]
. F F N . [ 1 I_l .-
[ ] 1 '
Lt bbb L FE T . - T T Y
'
4 b b . ' [ 1 + .
ok b [ 1 '
b . [ b . . [ K
. [ b . . [ K
] k ¥ ] ]
* [ b * ! -y [ '
] ] 1 ¥ ' '
[ b ¥ [ d
* ] k * ! ] 'y
b [ 1 '
' [ b . . + K
] ] ] o L]
b F 1 F '
. ] k . , F o
F F e r
k * ' -\l-._-‘. | ] ¢ ] 1 ] N
: ” ” 4 “ At A S _ X :
w
” r 1 .l..l..\ 1‘!\‘_ \-l.... Ix ” " - N ”-
FEEFREFEEEREFREFEEREEFREEFRREEFEREEFREEFEEFEEEREEEEREFREFEEREFEREERERFREERRERFEREEFEREEFEREEFEEEREEFRREEFEFREFEREREFRFREEFRERFREEFREREEFREEFEREEFERREEFEFREFREREREREERERFREFERRERFREREEFRREEFREEFEEREEREEFEFREEREERERFREERREERFREEFREE Y FEFEEFEFREEFEFEERFRFEFEFREEFFEEFRL
] F ] ]
b . . [ 1 . [ Y
* ] ] * ! ] ) ) .-
1] 1] 1 L}
] k ] k ]
* [ b * ! [ '
” ] ] ” " ] ”-_ ”-
o -+ - g
: ” ” Yy S : _ . - ;
) . . A - -_.\.__._- .I..l-._ Kl dddddiddi 1 . - "
v ’ A .\.\ v ' -_ '
N L3 F P L rarld N . L] r L
[ b [ d
* [ b * ! [ "
b [ 1 '
] ] ] ' L]
1] 1] 1 L}
[ b [ . d
* [ b * ! [ b ‘4
................................................ T T T T T T
r ] r lr i
b [ 1 '
F ] F [ 1 d
' [ F - - - _ r r ! [ IL_. .-
* r k .\.\\1._\-_. .-.‘ l__l‘. of + ! [ "
v . . I L . P ! rrrrrrres ' . ; <
] . » . r 1 '
1 * ' L i..l-._-. ; F..\. Q_. r 1 * L.t._. -
. ] ] N . ] ll..v o
[ b [ d
k ] 1 k '
[ b [ d
+ ] F * ! ] ‘4
* F b * ! F F ‘4
] ] 1 - '
[ b [ [ d
* ] k * ! ] 'y
* ] 3 * ! ] l_. .-
v . A el M b SR o , ' ; ' -
__v_.v___._.vrv_._.vv_.__v_.v___._.v_.v_._.v___.__v-.v_._._.v_.vv_.v_._._.v_.v_._._.v_._.v_.v_._._.v_.v_._.vv_._.v_.v_._._.r...._.v-._.vl__._..s_.._l. PR P E A P A FEF A FFEFEEFEEREEFREEFEEREEFEEREEFREEFEEREEFEFEEFEEFEEREEFEEEFREEFEFEEFEFREEFREEEREEFEEREEFREEEREEFEFREEFREEEREEFEEFEEFREFEERFEF B F F F FFFEFEFEEEFEFEFEET
r 1 Y TaTataTaT et e , r A
' [
] 3 ] | 3 d
) + .._...I..-__-_. + - r 1 '
, : : ' ! : "N y
] ] 1 [ '
[ b [ d
k ] 1 k '
[ b [ d
b . . [ 1 . [ Y
] N . ] 1 N o ] .-
k ] 1 '
] ] ] i L]
+ ] ] * ! ] i+ .-
' b r i ..__.u..\.-_.‘. , .-.;....1.\&- i ! 3 3 '
' ' ' ___\ ﬂ r o a s ey ! ' v | p
] ] . ] ' L]
v . . ‘e A A e g ' . LI + "
] ] 1 o '
r rr e rrr e e rr rrr e rr o r e E P b rr e e e e r e e rr e e r e rr o rr o r o r e r P e rr e e e e r e e rr e r e e r e rr rr e rr e e e e ke e e e e r e rr e E e r e ke e e e r e r e r r e e e e e
................................................ oL L L L L L L L L L L L L L L L L L R L L L L L R L L L R L L L L L L L L L L L L L L L + I
] 1 | F '
F 1 [ [
N . [ F .
]
] 1 '
- rF Y .- [ 1 '
-_.\l_“ u\\\ A r > ! " !
u L ...._._-. F S . . ,
'y .__.q..\_ AL s ' ! ”
] 1 l# '
F 1 '
] 1 '
] 1 « '
1 '
1 '
1 '
1 '
1 '
1 '
1 '
1 '
1 '
1 '
1 '
1 '
1 '
1 '
1 '

rTTTTTTTTTTTTTTTTTTTTTTT T TTTTOT

rTTTTTTTTTTTTTTTTTTTTTTT T TTTTOT

o

» Wy

L]
*

LY

'y ) N,
b

8
L]

R

£
xlu

ry F
L

P ]

s

™

O

AW
'i.‘l-"

“~

4._1.'\.'\\
'\\‘h

M
ot

.

‘_i.'h.
.

AW,
'i.‘l-‘

.

' ) N,
e T

N .
mwt



WO 2019/028294 PCT/US2018/045070

34/36

T R
T TTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTTOTTOTTTTTOTOTTTOTTTOTTTOTOTOTOTOTTOTOTOTOCTTTOTOTOTOCTTTOTTOTOTTTTOCTOTOCTTTOTOCTOCTOCTTTOTOTOCTOCTOTOTOTOTOCOOCTCTTTOTOCTCCOCCTTCTCCCTT .
1 r ] r 1 r
- - - - » ..'..,i
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r - 1 r .
. - - .
1 r ] r 1 r M
T T T TTTTTITTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTT T TTTYT TTTTYTTT™TTTTYTTTTTTOTOTTT™T™TT™T®™T ™™™ r T TTTTTITTTTTTTTTYTTTTTTTTTTYTTTTTTTTT™T™TT™T™C"H® h.'
" - - - " r L]
. - - . L [ N »
1 r ] r L8 1 r
r T - . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r .
. - - .
1 r L] r L NN
s T T T TTTTTTTTTTTTTT®TTTTTTT®TTTTTTTTT O TTTTTYTTT®TTTT®TTTTTTT®TTTTTTTTTT®TTTTYTTTTTTTTTTTTTTTTTTTTTTTTTTTOTTTOTTTT ™ rTTTTTrTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTTCTT M "
1 r ] r 1 r
- - - - LY H"i.
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. * r . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
[ B N - - - »
1 r L] r 1 r
- - . L
e 1 r ] r 1 r .
r T .
- a r - r a " il
- - . L 4
. N N a1 N N r .
o - - : . -
1 r ] r 1 r
. - - . L *‘-‘j'
Y 1 r " L
g - - - »
1 r L] .
- -
a r - 'tl"'lq."l""'i.
i Terrrrrrrrrerrrrere e T T T T TTTTTITITITITTTITTITICE T TTIOT T CNTTOC T T TT T OTICT T I TECTT RN . . « aw
1 r ]
- - - » LS + § 1]
1 r L] ".
- - L
1 r ]
2w - - . . wn
) 1 r ] r 1 r "
- - . L
1 r L] r 1 r
h\iﬁ‘ - - . [ oy
) " - M - " r L )
r T . L .
1 r ] r 1 r
] L ] - - . L]
" N N a1 N N r
- - . L
.I."I.h [y a r - r a "
r T . L
1 r ] r 1 r
- - . L
. #‘h_"'\" N r - r N r
. - - . L
y LY " - M - " r
iy r T . L
L} LY L] r L] r L] r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. r T . L
1 r ] r 1 r
) T, - - . .
“h" 1 r 1 r 1 r
- - . L
1 r ] r 1 r
‘\1 T T . L]
1 r ] r 1 r
b - - . .
[ [N 1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
L - - . L
Iy . - - - . r
- r T . L
& 1 r ] r 1 r
- - . L
-‘ 1 r b r 1 r Y
- - - . L
1 r ] r 1 r
r T . L
-, L ] 1 r ] r 1 r
(L W - - . L]
1 r L] r 1 r
. - - . L
ik 1 r ] r 1 r
r T . L
2= a r - r a "
- - . L
- iy 1 r 1 r 1 r
"'\L - - . [
", " - M - " r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
. r T . L
a r - r a " L iy
s T T TTTTTTTTTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTTTTTTTYTTTTTTTTTTTTTTT T TTTYTTTTTTT™TTYTYTTTTTTO®OTTT™T™TOT™TC®O®™™T T T TTTTTTTTTTTTTTTTTTTTYTTTTTTTYTTTYTTOTT™CT""TT™ OO T CO"TH®R L]
1 r 1 r 1 r §
. - - . L LY
L] r - r . L] r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
. - - . L
1 r 1 r 1 r §
T T T T T TTTTTTTTTETTTTYETTTTTTTTTTTTTOYTTTTOTTTTOYTTTOTTTTTETTTTTTOYTTTTOTTTTTTT®T®TTTTTT™TTYTYTT®TTT™TT®T™T™T™TO™T T T T T TTTTTTTTTTTTTTTYTTTTTTTTTTTTTT™TTT™TTT™TTT®TT®T™®TT™TT®TYTT™T™TT™T™T™TO ™®TO™®TH '\:l.'h."‘
1 r ] r 1 r
. r . T . L
1 r ] r bt 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
1 r L] r 1 r
- - . L
1 r ] r 1 r
r T . L
1 r ] r 1 r
- - . L
L] r
- - L
- - L]

. N
.o
mww

Rt ™ o™ . " e i e SN
"'::‘\1 & e ot L T ™ o R . \"'i EEA I.‘\\.t'
oy - L Ny o e Ny oy o h.,»l;
"’l-.\.i"' L Camnt ‘\.\.“" o St "’l..\.i o
'y M L b L L b
‘i.-"'l- LS =, - ‘-‘-“I .I'-L“a.'\'.. ‘i-"'l- L , - t.\."l‘.# 'I'q..“«.'\'.. L N , - i.."n."l‘.#
- * -

L |
- '\.\."l" I.‘\\.*ll L - *\.\." I‘\\. L. - *\.\." I"‘IL\.

o+
!
¥
~
rl

[
-i",-_
a4
7

r
&
ra
J.P'I-J
-
L
4
Fa'l
1'_,|",|'
e



WO 2019/028294 PCT/US2018/045070

35/36

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr

s a z e 5 5 e
& | | | 5 5 3

L] :
B o " ; ; : : :
¥y g : : : : . ;

E.;.;.;.; 5 | | : : \ :

. .5ﬂ§5ﬂ_ : ! _ ; ) :
N, : S : , : ) : :
':.:' h RO LN ; : : : : :

1 i VN,
4

o

............... SRR ............... ........ “CRLEEEEEEERRRRET ,\ ............... 3
i @ 8§ T N

o - : : : : ) : . AN
i ; ' : Faan
- : - : : : : : ; it
- - - . . . ) : : {
o {\" : 1 : : : : : : o
Bt - ' . . . . . 1 u Ty

: ' i N - ] b &‘ﬂ

& 3 - : i Z 3 ; : ) A COTT

e | | | | 5 5 5 )
S : 1 : : : : ) : l.ﬂ:

S e 8 o ou

:“E t-::' """""""" """""""" """""""" """""""" """""""" """""""" """""""" 'F:‘h:.' L-h.-.f

Ja

, i ::"0? jn"::}f:
. . 5 "

L

W

é ‘.Ill"
-

FIG. 20

l';.-'ﬂ::

s
.
Fa
:

£

- ; , , : : . . '-i;".'.':.;
: : : : : : ) : s‘\*-;-fh

LaE

: tﬁﬂi. A

%
,
1

i'.ﬂ 'h‘n.:; ;-\'i'q\ . {ﬁ'h-'; '-‘h'h‘;:.;

e ‘.\Hﬂ"‘ aaan

77
s
7
T
&
e

4 4 4 4 4 4 4 4 4 4 4 44 444 A A A A A A A A A A A A A A A A A4

L]



WO 2019/028294 PCT/US2018/045070

36/36

E: Y :E
: o :
: Pamans .
et e e e e et e e e e e e e e e e e e e Noan® .
. . * : : : 1 - .".I-'- - :-
[ ] f e i a1 e i anmn a1 a1 -: 11111 1 [ . * ¥ 1 'Ia -‘I‘;:‘ .:
\ \ WG, 1 . '!;"‘"_":'-"
, Aaiai WAL . : . : -
[ ] “- L] L] [ ]
: . o L : . . . . : .
: L TR ':;‘3_} - ! : : : : : .
: s N e : : : : : 3 S
' . N o, ) R AR ‘-.'?;‘-u‘-."'_' g . - . . . ; -
N : L bl .‘5“"‘ & i T R . . : : . ! .
L N - Ty g T " ' . ’ - 1 ¥ . + » 1 .-
: S 3§ 4 Wy W&o 1 I : : : : .
:- § : . - \ a7 ..'.l"’ll"i._ ﬁ\‘ -: : : L] * [ ] 4 -:
- . . . . "_ - - + " 1 .
- C Q‘b‘b Rt o B Z : . , ’ ; "
3 LT AN g g:wl - ) v . . . ; -
3 L ey _.*-.5\*-.*-, sy S, , - ; : . : -
.- [ . - L] ‘ -- B . L] + [ ] 4 Hﬂ I-
: S . 33 3y - * : : : : : T :
5 L A Yne :3..-7" {.‘-‘" : 1 . : : : : ! y
: S QY R A 1 : : : : : T .
L S, A - " ML PR E e e e e e e P N o e e e e e e g ot E_";}:{ -
N L e At - : : N : o . : : k-..-ﬁl .
. ST SRS RS R Y 1 ; : : : + i :
. b . L . . o . - ) . . + Y 1 Ty "
: SR ’”‘TI: P ; ; : : : : N :
: DTN TN T N : : : o : 1 ;
3 Cor Wmmal® o TNt W™ Wimeet . . : ' . : -
Y PLSS R o : :
- : : T"1-;--;-_~ | e _ e : . : : . ! "
. v 5\ﬂn _ e e L L : . : : _ . ) .
: : “\ : E :
: : =N 3 : Lo :
: : \'\\ ' g : e :
- a8y R gy e e e e e e e e e e e e e T e e e T e T e T e T e e e e T e T e T e T e e e T e e e T e - -Irl'l-l.l" -------------------------------- -\'l-l'|| ' .-‘ .l
:_ [ k . " 1 N;‘;‘.. ':
2 . : . : Sl -
RS
:: : : . : -i;-i;-;- ' ::
N . : . : ™, -
.- L] - + » 4 ""“' I-
. ; \\\.& : . : N
: N z C ew o d g
x : N ) ; : i_:" {‘:"t -
S S S S L L L DN o
3 . : . : Al 'lt.\' -
: : : : : T L
. . . . ' \'. ¥ *':'{ﬁﬁ.' -
:- L + [ 4 ,. i ::
3 . : . ; AR
' . . . . £ T S .
: : : : : vt
: : : : : 20 I
3 . : . ; tv{.'n: -
: 5 \\\a z 5 : %
: : NN : L e :
2 . ol . : ot >
:- L ] .+ [ ] 4 |-HH:‘1 l:
: : : : : M .
:- . + » F] . -: t.. - .:
: : : : 1 Pt :
v L + » 4 \- ‘g.- -
- | o e S e e e : RSN .
L ' e g - Ry, Tt ot TTTTTr e ST TTTTrernee s TTTTTreren LTI TTrTreT ; Nt -
’; . wo AT ' : . : . : N K -
: : : : : LN :
. . . : " -
R :L-'-.:"} "
' -~ o iy o i, A, - ﬁt} et 0
. . . . ‘- L]
X {:.-::. Noa? N e z\“} : 't‘.n.n.-.i i:-.-,.-.‘* Sy AN -~
\ b . .f‘} - ekl o O -
3 iﬁ". 5‘1"' % n {-1.'.* } \ : ‘:.h\' .f i\ H.\" ‘::“ﬁ -
: '1: o '.E. "y .:"." - w L] Y ‘."“\ i R T IR h_.iu*-.-‘.' L E
: PIRS ASLHEINY InSUSY :
: ] N ;l- . .-.:‘ 15.-"1"4:.'3 el "'.'._*:-. nalt x

nnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnn
------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------



