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N-~NFORIERIE (SnAPRIE)  (N-Heterocycle formation)
Exi7=_/{t (Reductive Amination)

FIERIE  (Mitsunobu)

Jwiit (Deox2yfluorination)

7= R4t (Azide Formation)

7= Rt (Amide Formation)

AR-=EOwY FU>Z (Suzuki-Miyaura Coupling)
PROTACERK (PROTAC Synthesis)

EAF>1 (Biotinylation)

Boc 1% (N-Boc Protection)

Boc Riif®z& (N-Boc Deprotection)

> UJ)LE BifRE (Silyl Deprotection)

CbzE {#3& (Cbz Protection)

Nosyl& 423 (Nosyl Protection)
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N-AFOR{ERE (SnAPKIEG) (N-Heterocycle formation)

s )
W\
ji \\ _
R H g I R
aldehyde Disposable N HPrtOdUCt |
Reagent cartridge — -Heterocycle
Y 5 - 11 hours Scale: 0-0.5 mmol y
‘
Immobilized SnAP Reagent @Setup
4 A molecular sieves
VAT
2,6-lutidinium triflate ayd i\\)b “
Cu(0Th), [ Q. - ZILTER
scx a? P 2F—=5—)1—
- - BRIRL
ilica
_J

Machine Solvents

L]
L]
[l
L]
L]

S1:=>o00X45> (#K)
S2 : HFIP(E JK)
S3: X5 =)L

S4 : DIPA (175mL) in THF (325 mL)

S5: —
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1) ERlo7ILTE R, 000X >ICRBO &,
2) BRIICATORFZFDOVILTE RIEISHERVWEEITE

JEVAVE
3) B (FDCMZARWNTHFZITO TIES0,

Bo¢ l.a'“
Ly \ £ L
RN H’Enj R™ ™l R™N™ “Me
H H H H

H001/H101 H002/H102 HO004/H104 H005/H105 H006/H106 H007/H107
Morpholine Oxazepane 2-Methylmorpholine Piperazine Diazepane 3-Methylmorpholine
Med Med

,EGJE:N-CE::
RN
H

o L L3

N M
HO010/H110 HO11/H111 H09|-(1)/H190 H391/H191
Morpholine-2-spiro-(2-Pyr) Morpholine-2-spiro-(4-Pip) 9-OMe-Benzoxazepane 7-Br-9-Ome-Benzoxazepane
O IRAEMIE TS > O EHHRERT S >

NRBS e fiit& HRBS s filit&
HOO01 Morphorine ¥48,000 H101 Morphorine ¥ 96,000
H002 Oxazepane ¥48,000 H102 Oxazepane ¥ 96,000
H004 2-Methylmorphorine ¥ 54,000 H104 2-Methylmorphorine ¥ 108,000
HO005 Piperazine ¥ 53,000 H105 Piperazine ¥ 106,000
H006 Diazepane ¥ 53,000 H106 Diazepane ¥ 106,000
HO007 3-Methylmorpholine ¥ 54,000 H107 3-Methylmorpholine ¥ 108,000
HO10 Morphorine-2-spiro-(2-Pyr) ¥ 59,000 H110 Morphorine-2-spiro-(2-Pyr) ¥ 118,000
HO11 Morphorine-2-spiro-(4-Pip) ¥ 59,000 H111 Morphorine-2-spiro-(4-Pip) ¥118,000
H090 9-OMe-Benzoxazepane ¥ 68,000 H190 9-OMe-Benzoxazepane ¥136,000
HO91 7-Br-9-Ome-Benzoxazepane ¥73,000 H191 7-Br-9-Ome-Benzoxazepane ¥146,000




S m— — = = -
=T 7 =_J{t (Reductive Amination)
4 N
tnl
o v = R....R
J T e
R "R H e e
R™ 'R Product
. amine
Aldehyde / gggﬁ(?;(y Disposablg —
\ Ketone amine Reagent cartridge 2 -5 hours Scale: 0-0.5 mmol p
( )
Silica-supported .Setup
cyanoborohydride
Phenylpropionic acid 2 ) }H/Z”’ “
D 1 & - PILFER or k>
scx R™ "R =
H . —5—){—
Polymer-supported _N._ Solvent (SmL) %9 =
Y bernzgldehyde RR B 5 mL
. J

Machine Solvents
- S1:>2000X%5> (#K)
- S2: —
- S3: X5 J—)L
|:| S4 : DIPA (175mL) in MeOH (325 mL)

|:|SS:—

R

1) BER (ZILTER/ R P> (1R 28R) ) ([CXD.

[FERILER, HEEAENERRDE T, FMEEEBRLIE. 7
Do—23> ) —haEZCHRIESU,

2) BEE(IDCMZRWTEFEEZ T T IEE0\,
CEERRIICEDCMERZITD & Z=HEIDLET, )

O (MR TS > O KWERER TS >
HRES it fiite HRES it fiite
R0OO1 Reductive Amination ¥ 18,000 R101 Reductive Amination ¥ 36,000




¥ERR (Mitsunobu)

4 )

ik
T = T
NUH py -, = AN
HO” R, o u” "Ry
Product
Nucleophile Alcohol Disposable —

\ Reagent cartridge Scale: 0-0.5 mmol )

r
Polymer-supported .Setup
triphenylphosphine
Di-tert-butyl azodicarboxylate = I\ AT
(DTBAD) * - 7)LJ—JL (0.5 mmol)
sex it R - k#&%&l (0.75 mmol, 1.5 eq)
1 — .
N L P R—S5—){—
Slica-supported carbonate HO™ ™R, BRI or EREIAIAE 1mL
\_ _J
Machine Solvents SR -

B st

B s

B s
[]s4

DSS:

C=oO0xX4> (FK)

: EtOH
: 2.5M DIPA (175mL) in EtOH (325 mL)

1) BEREZSo00XS > (CaED S &,

2) BE(C55LMEEYD (BocREEERE) (HMERATEEEA.

3) FERN0.5mmolA TDBZBE (L. IENERAR25%ZER
TIBDTENRBDET,

4) B, BEAIDEFRIIDCMZ AT S, MeOH
TRR(EER I D E. -OMefANNEBNBCENHDET,

o IREMMRT 5> o KHHERT S >
HmBS e fiit HmBS e {4
M001 Mitsunobu ¥34,000 H101 Mitsunobu ¥ 68,000




Jw3{t (Deoxyfluorination)

( N
OH j\
R1)\R2 R1 R2
Product
Disposable g
Alcohol Reagent cartridge Scale: 0-0.2 mmol
. T J
( )
SulfoxFlour @Setup
DBU on carrier * /\4’7)[/
- 7)LJ—JL (0.2 mmol)
s o C HORRS—F—)\— (§#52)
" VAN
Silica-supported carbonate
. J
Machine Solvents IFES .
[ s1:so0ox5> (K T wRERISETSHIC(E. DCMTHR#EE 1T > T /2
B s2: MLTY Gmk ®ELFas—3-728)  [&0,

W ss: »5—0 MeOH THEBEEIT O IZIBE, Ty RILRIGEEET L
NHDExET.
[]s4:-
[ s5: 7zr=ruiL
O (MR TS > o XYHIER TS >
HRES it fiite HRES it fiite
FOO1 Deoxyfluorination ¥ 39,000 F101 Deoxyfluorination ¥78,000




7> R{t (Azide Formation)

@®Machine Solvents

-Sl:
.52'

- S3: A5 /=)L

[]s4:—

|:| S5: 77thZhkUJL i K=1:1

r )y

Primary ,NH2 - ‘.,“ ! “

amine 8 X = 'T‘/‘ R
or ot Product
Primary .NH, «HX Disposable »
amine salts R Reagent cartridge P,
\. J
( )
] - @Setup
- X Silica-supported triethylamine ) <IN T77IL
—— y - -~ =~
1H-imidazole-1-sulfonyl azide hydrogen tetrafluoroborate NH - UR7=> BULIEFTEE
Silica-supported triethylamine R‘or 2 « 2Z9—5—)\—
KHCO o _
Cuso, - 5H,0 o NHa +HX GBI mL (PERZRUILIK) 11

. J

R

1) BERHE. 7 hZhUIL i K=1: 1DBECEED &,
2) RRHCT 2 ERERAT 5E. FEILEDKHCO3Z
B2 TIVIATILIEANTLIZENN,
(FFRIERL > EZZR)

3) E#RE(IMeOHZAWWTHRFEIRZTD C<IEELY,

4) BEMEMI (MUPILFILFZZ>. 4ZFY—)L. EY
2. FZULIRE) 2R DREMEERT 55, RRIE
THNYHBRESNDEEEN G DD T, BRIFEZENIC
HELTLSIZEN,

O (MR TS > O KWERER TS >
HRES it fiite HRES it fiite
A001 Azide Formation ¥ 47,000 A101 Azide Formation ¥ 94,000
A002 Azide Formation (Aryl Amines) ¥48,000 A102 Azide Formation (Aryl Amines) ¥ 96,000




7= R{t (Amide Formation)

4 )
yul (o]
(o) H - i
R)LOH R/,:LR =5 ‘ RKIL'I"RZ
1 . ’ = Ry Product
_ L
Carboxylic acid Amine Disposable
Reagent cartridge Scale: 0-0.5 mmol
\_ _J
4 )
¢ ; @Setup
A 1N
SCX (buffered) = 0 H . TE{/ (0.5mmol)
Oxyma Pure pon  ReNR, * FILAR>BE (0.55mmol, 1.1 eq.)
Silica-supported carbodiimide P AY=5—) —
- - EtOH (#&7k) (2.0mL) +CH,Cl, (f/K) (2.0mL)
Solvent (4.0 mL) .
Silica-supported carbonate BREUICKVWSERYVZ—23> UTLESLY,
\_ J
=
® Machine Solvents 1) B, T/ —IL: SOO0AF> =1 1OBEIC
- S1:=2o00X5> (#K) aD &,
- S2: — 2) RiS#(E. MeOHZRBEWTHERFEERZ1T> CL<ZELY,
3) ROEEHZITOHIE. DCMTHERFEI L ZITDO CLZEL\,
.53:>U>7J—)I/ ) RODE#ER%Z ] Vet Lo
[]s4:—
|:| S5: —
o IZHEMIB TS > o KWHIBER TS >
HmBS mf ik MBS mf ik
AO11 Amide Formation (Free Amines) ¥ 28,000 All1l Amide Formation (Free Amines) ¥ 56,000
A012 Amide Formation (Amine Salts) ¥ 28,000 Al12 Amide Formation (Amine Salts) ¥ 56,000




e AR-=lbvIU>S (Suzuki-Miyaura cross-coupling)

- )
\ul z
Br ~ “ ‘ 3R
X l - '
R_:(j/ /@ = > = NS
Z  (HOB i R
Z
/‘
. - - Disposable
L Aryl bromide Aryl boronic acid Reagent cartridge Scale:0.8 mmol )

(o )
@Setup
Sand/Celite/solid-support Pd/Cs2CO3
) AT
g R@’B - - ZH—5—)(—
= Solid-supported carbonate & /@._R - ZUILTJOZ R, ZUJLRO>EE (&KX 0.8mmol)
_ HOg - DME/EtOH/H20=2:2:1 (4.0mL)
= Silica/HM-N - OH
\_ _J
R
®Machine Solvents 1) BRI VWBAE, BERSTTHICERLT
. S1:>o00X45> (HK) <FEEUN,
. S2 : B TFJL (HPLC grade) 2) BERINSetupDiBIEZRTIBITIRVNEE(E. 10%=2DNMP,
3 5L F/2[@DMFENZ T &L,
. EEE 3) RIS&(E. 50% MeOH/H20 THuB Bz T0E T,
|:| S4: — TD%E. MeOHTHHEFESLEIT O TSEEL,
|:| S5: — 4) RIGHIC(E. CH2CR2 THREmE a1 CTL<IEEL),
O IZEMIE TS > O KYFRER TS >
HmBS mf ik MBS mf ik
C0o01 Suzuki DPP-Pd ¥ 31,000 C101 Suzuki DPP-Pd ¥62,000




PROTACAHBL (PROTAC Synthesis) -via Reductive Amination

Machine Solvents

. S1:>2000X%5> (#K)

- S2:—

. S3:/v7o/\J =)L

[[] S4: DIPA (175mL) in IPA (325 mL)

|:|SS:—

( 0 0 )
NH
N—z\;):o
H
ke RYN,(/\ONNH o
i T b‘- R "o Product
R R X 'V e Me,
- ¥ " - ovn\/@/Z/.ﬁ
—w- H S
Aldehyde / Disposable RYN(‘/\°):\I1’N\:-)L'Q
3 R o] tBu
L Ketone  Reagent cartridge 13 hours OH Scale: 0-0.1 mmol )
( )
| Silica-supported cyanoborohydride .Setup
Silica-supported triethylamine
o 17
) SCX i - FILTEROor &b
R” °R «c RH—5—)\—
‘ I> Protein degrader building block Solvent (4mL) < 7B 4 mL (CH,Cl, : HFIP=3:1)

. J

R

1) ERHZX. DCM : HFIP=3 : 1B/ (CR[BD &,
2) PomalidomideZpiN AL ERzsh. 0O M HEFEFT
CRBN{LEMZERDI|OIRN &,
(t;/, ~30min in MeOH, 40°C)
3) E##&(Z. DCMERWTHEFEE R Z1T> T<EE0),

PROTACEA&HBE (PROTAC Synthesis) -via Amide formation

- S1:2000X5> (#K)

.52:—
. S3: V7N —IL
|:|S4:—
|:|55:—

4 0 0 )
bty
)
vl g o}
\ N o NH
H e Ry
A, S Y
R{ "R, < ',/ e ol Product
: - o] o] \
Primary / _ Rz\le(‘/\oMN 9
Secondary Disposable R, "o N/\©\(’L

Y Amine Reagent cartridge s /' Scale: 0-0.1 mmol J
( )

T ) Oxyma Pure

—J Silica-supported carbodiimide .SetuP

- SCX (Buffered) < I\A7IL

H o . 7)|z¢)|z7§>
[) Silica-supported carbonate N s AF—5—)(—
R R - BE 4 mL
|> Protein degrader building block Solvent (4 mL) (CH,CI,(##7K)2mL+MeCN(#&/K)2mL)
. J
Machine Solvents SRS

1) ERNE. BIRUZAE (ACN, DMF, EtOAc, CH,Cl,) (C
aanZ &,
2) PomalidomideEMINARZERzH. TO M MEBERT
CRBN{tEMZERDI/OIRN &,

(t;/, ~30min in MeOH, 40°C)

3) E#rig(d. DCMZRVWTHRFEGLZITO TLESL\,
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H—KNUYSINSIFo

CRBN- via Reductive Amination

0 O

NH
N o
(s}

TFA-HZN-._/\O/YN“
<}

P001 - Reagent-cariridge PROTAC - CRBN-PEG1 (0.1 mmol)
POO1L - Reagent-cartridge PROTAC - CRBN-PEG1 (0.2 mmol)y

0 0
NH
@qin—zt):o
(o] ‘ o
s U
Aldehyde / Disposablg Product PROTAC
ketone  reagent cartridge Scale: 0-0.2 mmol
0 o o o
NH NH
N o] N o]
] [o]
TFA-H;N’\’U\/\D’\]‘NH TFA-HZN\/\O/-\,D\/\O/WNH
o o

P002 - Reagent-cartridge PROTAC - CRBN-PEG2 (0.1 mmol)
P002L - Reagent-cartridge PROTAC - CRBN-PEG2 (0.2 mmol)

P003 - Reagent-carindge PROTAC - CRBN-PEG3 (0.1 mmaol)
PO03L - Reagent-cartridge PROTAC - CRBN-PEG3 (0.2 mmol)

o]
TFA-H,N/\’O\/\O/\/O\/\D’\I{NH
]

P004 - Reagent-cartridge PROTAC - CRBN-PEG4 (0.1 mmol)
P004L - Reagent-cartridge PROTAC - CRBN-PEG4 (0.2 mmol)

0 0
NH
N o]

TFA'HZN\/\O’\/O\/\O/\./O\/\O"\HINH o
[+]

P005 - Reagent-cartridge PROTAC - CRBN-PEGS (0.1 mmol)
PO05L - Reagent-cartridge PROTAC - CREN-PEGS (0.2 mmol)

VHL-via Reductive Amination V@f
0 ! Lul g ¢ 8 MO
3 [ JRSWEPNN :
g Ul =g AANES 4
- OH
Aldehyde / Disposablg Product PROTAC
ketone reagent cartridge Scale: 0-0.2 mmol
Me, Me, Me,
o, H VI o H N o, H N
W 0 3N s) W 8 XN s) P T S s)
HCI-Hiu\/\"/\rN\E)L"Q HCI-H;N’\’D\/\Q’\H’N\_.)L { HCI-HZN\/\O/\,D\/\OWN Ay~
0 Bu 0 mu 0 ®u

OH

P021 - Reagent-cartridge PROTAC - VHL-PEG1 (0.1 mmol)
P021L - Reagent-cartridge PROTAC - VHL-PEG1 (0.2 mmol)

OH

P022 - Reagent-cartridge PROTAC - VHL-PEG2 (0.1 mmol)
P022L - Reagent-cariridge PROTAC - VHL-PEG2 (0.2 mmol)

OH

P033 - Reagent-cartridge PROTAC - VHL-PEG3 (0.1 mmol)
PO33L - Reagent-cartridge PROTAC - VHL-PEG3 (0.2 mmol)

Me,

N
o Of &
0. o H\)L 3 s
HCI-H;N/\’ e N \/‘\of\rr Y D
o 1Bu

OH

P024 - Reagent-cartridge PROTAC - VHL-PEG4 (0.1 mmol)
P024L - Reagent-cartridge PROTAC - VHL-PEG4 (0.2 mmol)

Me,

N
BPRN \,@'b
HEI.HIN\/\ONO\/\O/\’U\/\OWN\.)L"Q
L

tBu
OH

P025 - Reagent-cartridge PROTAC - VHL-PEGS (0.1 mmol)
P025L - Reagent-cariridge PROTAC - VHL-PEGS5 (0.2 mmol)

CRBN/VHL-via Amide formation

Amine

R,'I‘Jl\/\o(,\,o)"/\'orm °

L} Me,

o 1 T
H W9 \.wv@’@
A A, o LN
y ot ;"/\'of wQ
on

Product PROTAC
Scale: 0-0.1 mmol

Disposable
reagent cartridge

Hok/\o

0 0
NH
N o
o]
NOWNH o

o]

P072 - Reagent-cartridge PROTAC - CRBN-COOH-PEG2 (0.1 mmol)

P082 - Reagent-cartridge PROTAC - VHL-COOH-PEG2 (0.1 mmol)

0 O
CreCF
N {e]
HONP O o O M °

o o

P073 - Reagent-cartridge PROTAC - CRBN-COOH-PEG3 (0.1 mmol)

OH
o} o \
H oJ’k/\o/\,O\/\o/\)LN N
Ao NH
o

s
P083 - Reagent-cartridge PROTAC - VHL-COOH-PEG3 (0.1 mmaol)

11



O IREEMMIR T S > o RYHERTS>
HRBS e fiit& HmBS e filit&
P0O01 PROTAC-CRBN-PEG1 ¥51,000 P101 PROTAC-CRBN-PEG1 ¥102,000
POO1L PROTAC-CRBN-PEG1 (0.2mmol) ¥76,000 P101L PROTAC-CRBN-PEG1 (0.2mmol) [ ¥152,000
P002 PROTAC-CRBN-PEG2 ¥ 51,000 P102 PROTAC-CRBN-PEG2 ¥102,000
PO0O2L PROTAC-CRBN-PEG2 (0.2mmol) ¥76,000 P102L PROTAC-CRBN-PEG2 (0.2mmol) [ ¥152,000
P0O03 PROTAC-CRBN-PEG3 ¥51,000 P103 PROTAC-CRBN-PEG3 ¥102,000
POO3L PROTAC-CRBN-PEG3 (0.2mmol) ¥76,000 P103L PROTAC-CRBN-PEG3 (0.2mmol) [ ¥152,000
P004 PROTAC-CRBN-PEG4 ¥51,000 P104 PROTAC-CRBN-PEG4 ¥102,000
POO4L PROTAC-CRBN-PEG4 (0.2mmol) ¥76,000 P104L PROTAC-CRBN-PEG4 (0.2mmol) [ ¥152,000
P0O05 PROTAC-CRBN-PEG5 ¥51,000 P105 PROTAC-CRBN-PEG5 ¥102,000
POO5L PROTAC-CRBN-PEG5 (0.2mmol) ¥76,000 P105L PROTAC-CRBN-PEGS5 (0.2mmol) [ ¥152,000
P021 PROTAC-VHL-PEG1 ¥51,000 P121 PROTAC-VHL-PEG1 ¥102,000
PO21L PROTAC-VHL-PEG1 (0.2mmol) ¥76,000 P121L PROTAC-VHL-PEG1 (0.2mmol) ¥152,000
P022 PROTAC-VHL-PEG2 ¥41,000 P122 PROTAC-VHL-PEG2 ¥102,000
PO22L PROTAC-VHL-PEG2 (0.2mmol) ¥76,000 P122L PROTAC-VHL-PEG2 (0.2mmol) ¥152,000
P023 PROTAC-VHL-PEG3 ¥51,000 P123 PROTAC-VHL-PEG3 ¥102,000
PO23L PROTAC-VHL-PEG3 (0.2mmol) ¥76,000 P123L PROTAC-VHL-PEG3 (0.2mmol) ¥152,000
P024 PROTAC-VHL-PEG4 ¥51,000 P124 PROTAC-VHL-PEG4 ¥102,000
P024L PROTAC-VHL-PEG4 (0.2mmol) ¥76,000 P124L PROTAC-VHL-PEG4 (0.2mmol) ¥152,000
P025 PROTAC-VHL-PEG5 ¥51,000 P125 PROTAC-VHL-PEG5 ¥102,000
PO25L PROTAC-VHL-PEGS5 (0.2mmol) ¥76,000 P125L PROTAC-VHL-PEG5 (0.2mmol) ¥152,000
P072 PROTAC-CRBN-COOH-PEG2 ¥62,000 P172 PROTAC-CRBN-COOH-PEG2 ¥ 124,000
P073 PROTAC-CRBN-COOH-PEG3 ¥62,000 P173 PROTAC-CRBN-COOH-PEG3 ¥ 124,000
P083 PROTAC-VHL-COOH-PEG3 ¥62,000 P183 PROTAC-VHL-COOH-PEG3 ¥124,000
P084 PROTAC-VHL-COOH-PEG4 ¥62,000 P184 PROTAC-VHL-COOH-PEG4 ¥124,000
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EAF >4t (Biotin tags) -via Reductive Amination

( )
i L \ o}’NH Y 0 Ry
1 e ’ ‘ HN "‘\\/\)LH'(\/O}.“/\”)\&
Rz H S
Product

Aldehyde / D|sposablc=T
L Ketone Reagent cartridge Scale: 0-0.1 mmol y
(. )

Silica-supported cyanoborohydride .Setup
Silica-supported triethylamine
< I\A7)L
scx JOL - - PILTEROor k>
R “R c RF—S5—)\—
Biotinylating agent Solvent (4mL) | BIE(HFIP) 4 mL
\ _J
Machine Solvents SRR
[ St:>700Xys () BRI, SRICITEDC &
. S2: — BIR% (IMeOHZ WLV TRIFEGRZITV. NEREAF>

i s3: *%/— BAZERLTLIZE,

|:| S4 : DIPA (175mL) in MeOH (325 mL)

|:| S5: —
EAF >4t (Biotin tags) -via Amide formation
( )

u\&
‘ H“"*{/
é_ - - m/(\,o\),\N .
H
Prlmary/
Secondary Disposable )”1 Product
Amine Reagent cartridge 6 hours Scale: 0-0.1 mmol
\ J
( )
-1 @Setup
Silica-supported triethylamine R < I\A7)L
I\Ll:-l - - FPZ>or =248
Silica-supported carbonate R,” c XH—5—)\—
- Y5518 (DMF) 2.5 mL
Biotinylating agent Solvent (2.5 mL)
\ _J
Machine Solvents SHES -
= S, (HE e | — — s
[ St: >0y (@A) Bl SEIRICATEDC &
B s2: - Eer% (. MeOHZAWTHFELZITV. NAREAF>

AT =)L

RAZBRWTLSES0V,

-S3:
|:|S4:
|:|SS:

T TIEAESRORAR, 1.1eqDELNEMZ T EE 0,
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0,

NHH

HN)@ \/\)‘I\ /\vo\/\ofvovf‘\o/\/ﬂ\o
N‘Cbz

57%

RICEE
° NHH 0 w ©
”T@""V\)LH”V""’“O’Y”\/LD’

o] Ph

H s

5/5-via Amide formation

78%*

o NH H (o] 0
HE;&, o \/\)'L N ~0 \/"‘Q/W u \E)Lo/

H \—s H ° N A
67%P N=/
O\\,._—NH H o w0
HN _--‘\,/\)I\N/\/O\/\O,»VOW N\__)LO/
H \—s H :

o _\©\
72%° OH
a) from amine HCI salt.

b) from amine di-HCI salt.

c) from free amine.

O 2R TS > o KWHAIER TS >
HRBS mé filite HRBS mé fiite
BT002 Biotin tag-PEG2-NH2 ¥48,000 BT102 Biotin tag-PEG2-NH2 ¥96,000
BTO03 Biotin tag-PEG3-NH2 ¥48,000 BT103 Biotin tag-PEG3-NH2 ¥96,000
BT004 Biotin tag-PEG4-NH2 ¥48,000 BT104 Biotin tag-PEG4-NH2 ¥96,000
BT022 Biotin tag-PEG2-a-COQTfp ¥48,000 BT122 Biotin tag-PEG2-a-COQOTfp ¥ 96,000
BT023 Biotin tag-PEG3-a-COQOTfp ¥48,000 BT123 Biotin tag-PEG3-a-COQOTfp ¥ 96,000
BT024 Biotin tag-PEG4-a-COQTfp ¥48,000 BT124 Biotin tag-PEG4-a-COQTfp ¥ 96,000
BT032 Biotin tag-PEG2-COQTfp ¥48,000 BT132 Biotin tag-PEG2-COOQOTfp ¥ 96,000
BT033 Biotin tag-PEG3-COQOTfp ¥48,000 BT133 Biotin tag-PEG3-COOTfp ¥ 96,000
H—RNUYSNSIFo
RIGEEHI-via Reductive Amination
o] 0 [e) —N
NHH H NH H N—
H‘E‘@"“\/\‘)LN/‘VO%O/\VN\O HN .x“\/\)LN/‘\‘/O\/”\O/\VN\_i\/N
H \—s H N cbz H -8 HN-go¢
68% 55%
o o /O,Cbl o
NH H NH H
Hz;é-t" \/\)’L N f“\/o\/\o/\/o\/’\ N ?‘-’ ‘\/\)’L N A\/ov\of\/ox/\,‘
H \-s H : H\—s H H
62% 78%
0, N

NH H o H =N
Hi;é..\‘\/\)lxﬂﬁvov\o/\vovf\o/\/ﬂ . NH
H S H

36%

OYNH H (o] | 0
HN)@.-\‘V\)\N/‘VO\/\O/\",N \)J\o"
H s : )

T0%*

T)%\H, \/\/ILN/\/O\/\O/Y Jt@

37%*

l:’ﬁ-—MH H 0 H
HN)é...-\/\AH/\VO\/\O/\/OV'\OW N\/\©\
(o] o~

H s

79%"




Boc {%:€ (N-Boc Protection)

4 )
H
nl
R _N. \., = Boc
‘ - Sta) |
. or 7S
Primary / Secondary o R1 2
Amine / Amine salt 1y Product
N. -
Ri7 'R, Disposable — o 1o |
Reagent cartridge cale: 0.5 mmol or 1.2 mmo
\ J
( )
Boc,0 on carrier @Setup
RR I\
Silica-supported triethylamine 1 2 . 75\//75 g
or - - 2H—S5—)\—
Silica-supported trisamine H «HX BRI U
R 'R
. J !
Machine Solvents SR -

= <, (tm
[ st:>o0nxZe (R Bkl A5 ) —JLCRIEDTE.
B s2: - JV—DF7=Z>, BLUTIARCHIEURES—T 2B 0.
. S3: X4 J—)L BEE (X, MeOHZRAWTCHRFEIRZ1TD T
. <IZELN,
|:| S4: —
|:| S5: —
O (MR TS > O KWERER TS >
HRES it fiite HRES it fiite
B0OO1 Boc Protection 0.5 mmol ¥17,000 B101 Boc Protection 0.5 mmol ¥ 34,000
B002 Boc Protection 1.2 mmol ¥21,000 B102 Boc Protection 1.2 mmol ¥42,000
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Boc Bi{=5€ (N-Boc Deprotection)

( )
ful
Boc & ey H
N _ ﬂh&‘ _N__ +pTsOH
R1 R2 : syieit R1 R2
| Product
N-Boc /
Disposable
\_ Reagent cartridge Scale: 0.5 mmol )
( N
P-TSOH - H,0 @Setup
Boc )AL
Silica-supported triethylamine R‘NHR - - N-Bocik
«c RH—5—)\—
BERL
. J
Machine Solvents SR -
Y ~ ﬂ]}
[ S1:>700x52 () RS, DMECEIEDT &,
[ 52: A ~F>T5> (DME) EER4(3. MeOHZ AW THEEIRZIT> CT<IEE 0,
- S3: X5 J—)L BInEl(d. DCMTREBZRFL T ZE0,
[]s4:—
|:| S5: —
O MR TS > o XYHIER TS >
HRBS mé fiite HRBS mé fiite
BO11 Boc Deprotection 0.5 mmol ¥17,000 B111 Boc Deprotection 0.5 mmol ¥ 34,000
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S U E BHiR:E (Silyl deprotection)

® Machine Solvents
- S1:=>o00X45> (#K)

-52'

XS =)L

( )
tnl
b - - , !‘&‘ r-OH
R "[Si] == Product
® O-TBS -
® O-TES Disposable —
® O-TIPS Reagent cartridge Scale : 0.5 mmol
\. J
( )
P-TSOH - H,0 @Setup
RO [si] - I\
Silica-supported triethylamine - S U)LERER
«c RH—5—)\—
Solvent (2.0 mL) . AR 2 mL
. J

R

BE

A% J—)L (2mL)

H5U< (& EtOH. F/=(@PrOH (2mL) (RUGESR : 12850)
SARRIEDIEL VS : DCM(1mL) + MeOH(1mL)

H s3 BRI, BIRCEIEDT &
[]s4:— EEL(3. MeOH THPERRZIT D%, DCMTHHEin e
|:| S5: — ToTLIESLY,
o IZHEMIB TS > O RWBRTS >
REBES R4 it REBE=S R4 it
B021 Silyl Deprotection ¥17,000 B121 Silyl Deprotection ¥ 34,000
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Cbz {%;& (Cbz-protection)

s )
N ik Cbz
R/ 'R — S
A . mm SSay |
Alkyl amine . e et R1/ \R2
or n o HX 4 ‘ Product
R "R, Disposable ——
- Reagent cartridge Scale : 0.8 mmol
KAIkyI amine salt y
& N
[ - @Setup
H A 21V
= _N, c RH—=5—){—
—— .. o R 'R, Solent(d0mL) | %) oj7=>. srarilsLr=a
— Solid-supported triethylamine/Cbz-OSu O': (8K 0.8 mmol)
sHX - B 4 mL
b, Solid-supported Trisamine R N"Rz o
\ J
=
® Machine Solvents —
/ﬁbi .

-Sl
-52'

»=oO0XxX4> (F#K)

XS =)L

1) 7ZILFIL7=Z> : THF (3 mL) +EtOH (1 mL)
2) ZILFILFZ=248 0 THF (3 mL) +H20 (1 mL) +
N,N-Diisopropylethylamine(DIPEA) (155 L, 1.1eq)

W s
[]54:— BIRAE(S. MeOH THIFEImZITD T IZ&L,
C]ss:— RISHTC(Z, CH2CI2 TH# @i =17 > TR &,
O (MR TS > O KWERER TS >
HRES it fiite HRES it fiite
B0O31 Cbz protection ¥ 19,000 B131 Cbz protection ¥ 38,000
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Nosyl {%:& (Nosyl protection)

( )
e e, o-Ns
H < ‘ g
|
o N - S
1 2 viblE R1 Rz
coms W Product
- isposable o
® O-TIPS Reagent cartridge — Scale : 0.8 mmol
. J
( )
- @Setup
I\
H =
ReVR, C =5 )(—
Solid-supported triethylamine/o-Ns-Cl + CH2CI2/i-PrOH=1:1 (4.0mL)
~  Solid-supported Trisamine Solvent (4.0 mL)
. J
R

®Machine Solvents 1) FRINEIICK \WBAE, BERSTHICERLT

. S1:=>o00X4> (#K) <TEELN,
- S2: 7 h=KUJL 2) BIFRWESIE. /N1 77ILE35CETIMREL T,

. B L CEBEEN LT < R,
W s3:»7/- 3) RISHE(%. MeOH THBEEAITo> T < EaLN,
[]S4:— 1) RISHIC(E. CH2C THE AT > T < 2L,

DSS:—

O (MR TS > O KWERER TS >
HRES it fiite HRES it fiite
B032 Nosyl protection ¥ 19,000 B132 Nosyl protection ¥ 38,000
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RERARER - - -

4 Buchwald couplings )
R
.NHR X !
R Ar Ar’N"R
Amine ; Reagent cartridge Product
\_ Aryl-X g g )
and many more...... esterification, oxidations, Friedlander, click-reactions....
4 On-going reaction class expansion )
» Reductive amination — scope broadening, e.g. in situ free-basing
+ PROTACS - new linkers and connecting chemistries
» Mitsunobu — scope broadening, e.g. basic substrates
» Protecting group chemistries — acid deprotections, other PGs
\_ » N-heterocycles — iSnAP reagents W,

LN
At T135-0014 FREVTFEXARE2-14 Imas Riverside 4F
Tel. (03)6458-6696 Fax. (03)6458-6697

EE 2 9 —j A AEARERPH  7532-0003 AR IXERS-1-3 NLCIARZ — A E)1403
i Tel. (06)6394-1300 Fax. (06)6394-8851

Web Site : www.scrum-net.co.jp
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