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C22H21N304

[1.4,7,10]Tetraoxacyclododecino(2,3-glquinazolin-d-amine, N-(3-ethynylphenyl)-7,8,10,11,13,14-hexahydro- (9CI, ACI)

Key Physical Properties Value Condition

Maolecular Waight 391.42

Boiling Point {Predicted) 581.3£50.0 °C Press: 760 Torr

Density (Predicted) 1.3120.1 glem® Temp: 20 *C; Press: 760 Torr
pKa (Predicted) 5.3240.20 Most Basic Temp: 25 °C

Experimental Properties | Spectra
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CAS Registry Number

25248-42-4

(CsH1002)n
Poly[oxy(1-ox0-1,6-hexanediyl)] (2CI, ACI)

Polymer Class Terms
Polyester

Key Physical Properties Value Condition
Melting Point (Experimental) 2 65.1°C

Density (Experimental) 1.2 giem?

~ Experimental Properties

Optical and

Biological Chemical Density Electrical Flow and Diffusion Interface Mechanical
Scattering

Structure Related Thermal

Property Value Condition Source
Glass Transition Temperature 63.6°C - (1) CAS
Glass Transition Temperature 62.8°C - (1) CAS
Glass Transition Temperature 62.0°C - (1) CAS
Glass Transition Temperature 61.8°C - (1) CAS
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3. ZEEYNIEBARRL.EE.
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< step-by-step instructions, in pharmacology, HPLC, food analysis, natural product isclation analysis, water analysis and more.

Searching for... Retrosynthesis
& All
© Substances e N h® @ A &«
! A
& Reactions 4 Draw or change atoms or bonds.
C H
References &
o s
™ Suppliers
N P
< Biosequences c, s

o 0 o
PN ’
limBl A2 0
D Retrosynthesis — N NQ\
N
\,
Bi

Hl

OO0 B
G OO

Molecular Formula: C;gH1oBrN,Os (463.29)

9| e

O

Zoom: 90%

-
=
-

?

+

Enter a CAS Registry Numbers, SMILES...

r

Draw or import a structure to perform a retrosynthetic analysis. Learn more about Retrosynthesis searching.

Start Retrosynthetic Analysis

WFEF % CAS SciFinder" #8f, 1EEXA china@acs-i.org, 010-63508026/7

61



L]
CAS ;4: SciFinder™ Reactions ~  Fnter a query. o Edit = “ +* @ &

2 Retrosynthesis Plan Options Powered by ChemPlanner®
Select Synthetic Depth 3 Learn more Break and Protect Bonds Learn

1

2 & Break Bond B Protect Bond Clear All Bond Selections
e 2 o

* n

— N
\

Set Rules Supporting Predicted Reactions 4 Learn more \\/U
® Comman

Uncommon (includes Common Rules)
Rare (includes Common and Uncommon Rules)

Set Starting Materials Cost Limit

Learn mare
1000 UsD/mol =

7 UsD/mal
Email me when my plan is complere usi/g
n £ Create Retrosynthesis Plan

. s i Retrosynthesis, ¥JFF4514miE28,
. ST, s Start Retrosynthetic Analysis ¥JFF Retrosynthesis Plan Options

*\\)‘L“‘ N Q__ J\/ 4 e
7\/1

C|mp
. BRREBEINEKERZIEERZION T BRREE S AT PR &R B
- RSN S N YRR -

BAFN (Common rules) BIESRRERZBEMANRNER, GRERBEE
IS F AR

FEMR (Uncommon rules) 3X#A (Rarerules) #NIMIEAE/DI2FIsZ1H0950
N, BEEEIBREZHAMNEES %

. IRBRBYIRA (BN ET/BREET/7) -

. IR EBRFTHE (break bond) FIRIFEE (protect bond): B RMNE NABNEERE—F &
RGRYEE, —PEREREERE—IRETARE, RIPEBHE X NBEDMBREE IR ETIRIRE,
— &AL RIS B SRR,

. WEYIBTNY &R PIRER B2 D TRTTak (29 10 nHPAES) » BILA=d Email me
when my planis completed, BPE&ZEFNISTE/mMEM CAS SciFinder K-S RYBBFE & 1%
A,

62



CAS SciFinder" {# B+ I5F

BIEER 2o
CAS p"‘ SciFinder” Reactions =  Enter o query, @L}ra\-.- “ £ 3

2 Retrosynthesis = by ChemPlanner*

Cverview  Steps Predicted Results m o w s

B.C.DFGHI | i

v Retrosynthesis Step Key

g
- I.v‘-‘l-.\
! \..__.-.‘.\
—> Experimental Steps LY -
Complexity Reduction @ ¥ \t?/ 2
Convergence @ I = Feedback
Copyright © 2022 American Chemiécal Society, All Rights Reserved, | BICPE1 304707593
=+ AL N
9. ZERZM: Overview BRTEFSMEELL, Tt KM A,
S 24 R T AZ:E55
10. REAXRKRTELRENRLN; FEARITNAYR AL,
CAS 9,, SeiFinder Reactions =  Enter o query @ Draw n o @ i 8
D Retrosynthesis »ouered by ChemPlanner
Overview  Steps Pred cted Results m S W saw
View step specific evidence and alternate ‘ o)
steps below or select the node between o \)\
II|Jr~ s the plan. . Jn ’7 S 5
Al PO TG AR xe
Evidance (1,16 I | W
e e i I]_
Maximurm Yield: B0% ; “\)‘\ »
-4 ” anw |
e ~  Retrosynthesis Step K,ey L | _-f??.“' =
Maximum Yield: - , s T | et
- " et
I%
TTTPT I—, Experimental Steps 1- )
y
:'"'-.’I’.':""“:".‘::':e."‘ "‘ i I Predicted Steps -~ | Ruset  +
Aoy - o = Feedback

11. R Steps, BREMBEFEKRSRER, mERAIBERATE,
12.Evidence RAXFFIRNTBENR NAXERER, RENRERNERERE,
13. Alternative Steps I &R N B,

WFEF % CAS SciFinder" #8f, 1EEXA china@acs-i.org, 010-63508026/7

63



Alternative Steps (86)

Filter by
~ Alternative Step Type

Predicted (£9)

o
~ Stereochemistry | P = \)I\O\ o
L i N i

o o
hon-Selective (65) 'nkfﬁ
Br

Evidence (983,581) Average Yield: 64%

=

=
1

mj\/"\q

Evidence (6,187) Average Yield: 63%

14 ERBABHIR N DB, BMPEHBLERENT,

CAS ‘;’;} SciFinder” Reactions =  Eriter o query.. @me n +* o 5

2 Retrosynthesis Powered by ChemPlanner®
Overview Steps Predicted Results m A K Sae
A ¢ 0

Pian Infermation 1 5

Estimated Yield: 26%
Querall Price: $136.22 i

|
(USD per 100 prams) o “‘IJ\“‘O‘_ o
o Ay 2@ g
Commercially Available: i =, - o o

| M iak 000 | Wittt
B EFGH i ——

Fian Options

cl

Synthetic Depth: 3 F; -
Predicted Rules: Common @8 ° L[ emEesoo Byl
Break & Protect Bonds: No h
Starting Material Cost Limit: Ny
$1,000.00/mol ] LS
Edit Plan Options e P
o “,\'l
Scoring Profiles A D
- ;
Complexity Reduction @ E g
O ~  Retrosynthesis Step Key - - =21 |

Convergence @
Vi B -y

15 B SRR A R o, HAPE BB ITUNEE L.

64



CAS SciFinder" {# B+ I5F

i CASzZ: sdfinder Reactions = @Draw “ * @ 1
2 Retrosynthesis Powered by ChemPlanner®
Ovarview  Steps Predicted Results m & B hsawe
L o]

View step specific evidence and alternate
steps below or select the node betweean
s1eps on the plan,

a

17

4 B»D

Maximum Yield: 80% o

et —
! < s | \
- = Reset
A~ Retrosynthesis Step Key oz‘j esel +
= =

16. SRS EIR—T B, AMBRAEPZEANEY) /FYImREAE=.
17. =i Evidence, BEFFILR N BRI R WA SHME Ro

H CAS Z: scFinder Reactions ~  Enfer a query... @Draw n +r @) 5

+ Return to Home

Filter Behavior Q React|0n5 (983,581) 18 Group: By Document -
Filter by Exclude B References + Ii‘ =
~ Yield

90-100% (83K)
80-89% (36K) Identtfigation of pharmacophore model, synthesi§ an_d biological e\n‘alu_ati‘on of N-phenyl-1-
arylamide and N-phenylbenzenesulfonamide derivatives as BACE 1 inhibitors

70-79% (77K)
By: Huang, Wenhai; Yu, Haiping; Sheng, Rong; Li, Jia; Hu, Yongzhou
SO-65 (114K Bioarganic & Medicinal Chemistry (2008), 16( 0-10197 | Language: English, Database: CAplus and MEDLINE
30-49% (71K)
Full Text ~ View 2 Related Reactions
View All

>

Number of Steps

1 (933K)

o]
HaN, Br vy
o/ﬁ
Non-Participating Functional K/ + cl = ) .
Groups N\/\D o~ Lokl

Halide (413K)

2

Alkene (361K)

Cyclic alkene (331K) ® Suppliers (16) ™ Suppliers (84) = Supplier (1)
Ether (323K)
Imine (254K)
Reaction Summary Steps: 1 Yield: 68%
View All

1.1 Solvents: Dichloromethane; 1 h, rt

>

Experimental Protocols View Reaction Detail  Experimental Protocols

Synthetic Methods (154K)

Experimental Procedure

(311K) 2

Radiopharmaceuticals for diagnosing Alzheimer's disease

h-Stephan; Johannsen, Bernd; Steinbach, Joerg: Maeding, Peter; Halks-Miller, Meredith; et al

v Reaction Type

WFEF % CAS SciFinder" #8f, 1EEXA china@acs-i.org, 010-63508026/7

65



20

2

N
N =
S 2 o o 2
3 4

18. ZFF T BRIR WA REE,

CAS 'p"' SciFinder” Reactions ~  Enter o query. @Dra\'. n e ® 2

2 Retrosynthesis

Overview  Steps Predicted Results *q )
Starting Material Cost Limit: o
$1,000.00/meol
Edit Plan Options :
19 . i
v -
Sl 1 A =
Campl duction @ e N 29@2 e a
e \) e, ) T ) an 518 m’\'>___w
Convergence @
B L ; A,
J o
4, 2 : . _[l g
o JL x |
() ek G D o
A ey \II\,__ : =
Cost@ 'qh_’;'-'\
— ) 2 3
=
Yield @
- o
J
Efficiency @ =
e 25
~  Retrosynthesi: p Key - e +
oring | - =

19. Scoring Profile YFHECE, RILUREN Off(f/). Low. Medium ¢ High(tkha); &1
THEENRINGEZ “Medium” o RBR—EBHEIAEASRKZIGENTD
“KE” o

20. FMRE A BRNY BRSNS F125 YN E 7+t

21.5CE: J@5 Convergence RIEB &RV R (B RMERLGNEMKE)

22 %47 RIEZFFINE R VLBRIHES FRBE L DRI T B/ &k H .

23. A IRIBEBYINAANTE (BEEE) KHFITHIPR/E&ER %,

24, R BINRATNRE—PH~X, XEMTRSEFRD FHEEK,

25. RFE5FE: BORKEBEETYPHNRMINREFEH. REERFEFE, MERS
R N RFE N PR FRIEL G

66



CAS SciFinder" {# B+ I5F

CAS 'a‘: Scifinder” Reactions =  Enter o query. @ Draw n - ® 3

2 Retrosynthesis Rouiersd by GhemPlanner
Overview Steps Predicted Results o, B K osae
Edit Plan Options &l ¢
o]

Complexity Reduction @ & b e, "
B : —\s,__..—’-~.,/\>___ =@k T A =(s],

"
™
= o
Convergence @ T '"\>--h_m
< - l
Evidence 8 —1—
—— g w
:?IJ\ ~
Cost@ - o
3 vl o0
) = N N :(11 =

Yield @ }\' [P =

O T | et
I, . H

M
Aram Efficiency @ ! [ \"
—— }m"il \'-J\n.
5 S =
o
&t 5 1 . < - Ressl
~  Retrosynthesis Step Key =

26. BEXUT D ECE Z [ERIER 2o

WFEF % CAS SciFinder" #8f, 1EEXA china@acs-i.org, 010-63508026/7

67



W5 AR 23 2 AL ARIZERR

a RetrosyntheSiS Fowered by ChemPlanner®
Overview  Steps Predicted Results m b s
<

View step specific evidence and alternate

steps below or select the node between
steps on the plan, 1
B A=B g -
w Y b4 ;
B =@ B (a@
» =
| "

Maximum Yield: 88%
Evidence (1)
Alternative Steps (75)

8 B=C

Maximum Yield: %9%
Evidence (3)
Alternative Steps (67}

=D Stereaselecth -
4 C=2D Stereaselective ~e Hesrosyntherisstep ey
Average Yield: 71% e ar below to hghlight
Evidence (118,730) @xperin icted steps within
Alternatne Steps {36) Ihiepla gs Menii,

I 3 Experimental Steps

I > Predicted Steps = Reset 4

1. WWRFSRZD RN AR RN
2. FEAMIXIREY Steps LU Stereoselective FRig 3L AERR M & [,

Alternative Steps (36) 5

Filter by 10of 36
~ Alternative Step Type

Experimental (1)

e B e

N

Predicted {34)

~ Stereochemistry

Selective (1)
Non-Selective (34)
m & Experimental Step Evidence (2} Maximum Yield: 96%

20f36 stereosclective

4 Predicted Step Evidence (118,730) Average Yield: 71%

=i Alternative Steps EEB R T B
4, EBERTBLERETE, nlLBT Stereochemistry WL RIEEM & N,

68



CAS SciFinder" {# B+ I5F

B BENX 72E (Scoring) THEE

I IJ\:P:'.!PW Steps

J by ChemPlanner®

=2 Retrosynthesis

Predicted Results (& b o W osee
E o
:mr i : -._I/\) r \)I\CI
2 - L Ol P
Complexity Reduction @ o o W s
vergence @ & £
rverg o ) ¥ )!\_/ -
Evidence @ B o © _: ) r'\? \
— i ey SN aY me
o - o g
0 = J1J
1 Efficiency @ :) A ﬁ\\.""\rl =
3 pet Scoring % \ =  Reset o
A Retrosynthesis Step Key -
1. BPEMEBEERT, KA M Overview,
. —HBESI, 8B 4 M&E (off, low, medium, high) . FERESNRENF, BIE]

PEES

LIS E R Ao

Complexity Reduction: FERED kNYENFrRERE,;
Convergence: THZEEF & AR ;
Evidence: B8 RNNZFRXBIHE,
Yield: X B FHIFR
Atom Efficiency: &RRMHINEREFELEFT .
P ERTOEFEREIFMEE, AJTE CAS SciFinder help 315!

https://scifinder-n.cas.org/help/#t=Working_with_Search_Results%2FRetrosynthesis%2FRetrosynthesis_Page_-

=00

_Options_Tab.htm&rhsearch=scoring%20profile&rhhlterm=scoring%20profile&rhsyns=%20

=i Apply, TERRIKE.

WFEF % CAS SciFinder" #8f, 1EEXA china@acs-i.org, 010-63508026/7

69



https://scifinder-n.cas.org/help/#t=Working_with_Search_Results%2FRetrosynthesis%2FRetrosynthesis_Page_-_Options_Tab.htm&rhsearch=scoring%20profile&rhhlterm=scoring%20profile&rhsyns=%20
https://scifinder-n.cas.org/help/#t=Working_with_Search_Results%2FRetrosynthesis%2FRetrosynthesis_Page_-_Options_Tab.htm&rhsearch=scoring%20profile&rhhlterm=scoring%20profile&rhsyns=%20

FH Retrosynthesis BY™= fa R iR IIEE

CAS '2_: SciFinder® Reactions =  Enter o query. @Duw n +* ® 3

D Retrosynthesis
Owerview Steps Predicted Results m ‘_v_b'. 1 * Save

oy ChemPlanner®

il 4

Plan Information

o
—
Estimated Yield: 15% < ¥ « \\\‘-)l\ﬂ
verall Price: ¢ T Lgr g
f | O

Ov

-
Commercially Available: - b Y
B.C,0,F.6.H,I -fo S

Synthetic Depth: 3
Predicted Rules: Common
Break & Protect Bonds: No
Starting Material Cost Limit:
£1,000.00/mol

Edit Plan Options

= Reset
Scorinig Profiles ~  Retrosynthesis Step Key anet. |1

Feedback

1. 1E Retrosynthesis V48R D1HE, s Feedback EfR, #HITERA KRR,

H CAS :;;’: Scifinder” Reactions =  Fntera

oKl - o -

2 Retrosynthesis Plan Options Powered by ChemPlanner®
Select Synthetic Depth Learn more. Break and Protect Bonds Learn more
1
2 & Break Bond @ ProtectBond = Clear All Bond Selections
. ®
4
- N\
Set Rules Supporting Predicted Reactions Learn more N o

® Common
Uncommon (includes Common Rules)

Rare (includes Common and Uncommon Rules)

[+] o L]
N
8]
Set Starting Materials Cost Limit Learn mare. N
N
Br

1000 UsDimal -

Feedback

Email me when my plan is complete

2. WHEJLITE Retrosynthesis B9 Plan option TUE s i Feedback El#R, #1766 &R

70



CAS SciFinder" {# B+ I5F

N

s

SciFinder™ Feedback

We appreciate your feedback.
If you need immediate assistance, please
contact CAS Customer Center.

1000 Characters Remaining

Cancel

3. =if Feedback [, s@HIEE O, BEIRBARRAS,

SciFinder" Feedback

We appreciate your feedback.
If you need immediate assistance, please
contact CAS Customer Center.

992 Characters Remaining

feedbac

4. =i Submit, BRZKRIRES.

WFEF % CAS SciFinder" #8f, 1EEXA china@acs-i.org, 010-63508026/7

71



B RSB IF 1B RIFREN

. L}
i CAS Z: scfinder’ Reactions ~  2014:365937 X @Draw n * (@) S

+ Returnto Home

Filter Behavior E Reactions (36) Group: By Scheme - View: Expanded ~
Filter by Exclude References = Iil Bl W Save And Alerts

~ Yield Filtering: Experimental Protocols: Synthetic Methods X Clear All Filters

50-100% (13)

80-89% (5) Scheme 1 (1 Reaction) Steps: 1 Yield: 100%

70-79% (1)

o]

50-69% (10)

30-49% (6) oH +

10-29% (1)

'\O
Absolute stereochemistry shown, Rotation (+) Absolute stereochemistry shown, Rotation (+)
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® Suppliers (95)
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~ Experimental Protocols Reaction Summary Steps: 1 Yield: 100% Allylic Oxidation of Alkenes Catalyzed by a Copper-

1 Aluminum Mixed Oxide

Synthetic Methods (36) 1.1 Catalysts: Aluminum copper oxide

Experimental Procedure (36) Solvents: Acetonitrile; 10 min, rt By: Ga_rma-(al)aza. Ana Letlma;ft al

1.2 Reagents: tert-Butyl hydroperoxide Organic Letters (2014), 16(6), 1598-1601
~ Reaction Type Solvents: Water; 24 h, 82 °C
Full Text ~
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Reactions ~ = 2014:365937 X @ Draw n * [©) S
€ Return to Results
A Reaction Detall ( Scheme 1, Reaction 1of 1)
S

* Save
o Steps: 1
Yield: 100%
o+
o
Absolute stereschemistry shown, Absolute stereochemistry shown,
Rotation (+) Rotatien (+)
= Suppliers (95)
[Stage 2] 100%
™ Suppliers (35)
JOURNAL
Step 1

Allylic Oxidation of Alkenes
Catalyzed by a Copper-Aluminum
Mixed Oxide

Stage Reagents Catalysts Solvents Conditions By: Garcia-Cabeza, Ana Leticia; et
al

1 : Aluminum copper oxide Acetonitrile 10 min, rt View All v

2 tert-Butyl hydroperoxide = Water 24 h,82°C ?ggjmc Letters{2014.16(6):1538-

CAS Reaction Number: 31-209-CAS-8900882

Full Text =

Notes o e
Company/QOrganization
regloselective Departamento de Quimica
. Organica, Facultad de Ciencias
Experimental Protocols Universidad de Cadiz
Cadiz 11510
Synthetic Methods Experimental Procedure Spain
Products (2R, 4R.4a5,6R)-2,3,4,43,5,6,7,8-Octahydro-4,4a-dimethyl-6-(1-methylethenyl}-2-naphthalenyl 4-methoxyb
enzoate, Yield: 100%
Reactants 4-Methoxybenzoic acid
Valencene
Reagents tert-Butyl hydroperoxide
Catalysts Aluminum copper oxide
Solvents Acetonitrile
Water
Procedure 1. Suspend 60 mg of Cu-Al Ox in 4 mL of acetonitrile in a tube under open atmosphere.

2. Add 1.0 mmol of acid derivative to the system
3. Stir the mixture for 10 minutes.
4. Add (+)-valencene (1.0 mmol or 4.0 mmol) and tert-butylhydroperoxide (1.5 equivalents or 3.0
equivalents of 70% aqueous solution) to the mixture.
5. Stir the reaction mixture at 82°C.
6. After 24 hours, add saturated aqueous Na;SO3 solution (10 mL) to the mixture.
7. Extract the solution with ethyl acetate (3 x 10 mL).
8. Wash the solution with a saturated aqueous EDTA solution (10 mL).
9. Dry the solution over anhydrous NazS0..
10. Filter the reaction mixture through a Al;04/K>CQ5/Celite pad.
11. Rinse the reaction mixture abundantly with ethyl acetate.
12. Remove the solvent under vacuum.
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Transformation Acyloxylation Reaction

Scale milligram E
Characterization Data n

~  (2RA4R4asS,6R)-2,3,4,4a,5,6,7,8-Octahydro-4,4a-dimethyl-6-(1-methylethenyl)-2-naphthalenyl 4-methoxybenzoate

Proton NMR 400 MHz, CDCls: 6 = 8.00 (d, / = 9.0 Hz, 2H), 6.90 (d, J = 9.0 Hz, 2H), 5.56 (br d, / = 5.0 Hz, 1H), 5.33

Spectrum (ddd, / = 6.9, 3.9, 2.0 Hz, 1H), 4.70 (br 5, 2H), 3.84 (s, 3H), 2.36 (m, 1H), 2.28 (tt, / = 12.5, 3.0 Hz, 1H),
2.18 (ddd, /= 14.3, 4.1, 2.6, TH), 1.92 (dt, J = 12.9, 2.7 Hz, TH), 1.79 (m, 2H), 1.72 (br s, 3H), 1.28 (m,

4H), 0.94 (s, 3H), 0.91 (d, ] = 6.6 Hz, 3H).

Carbon-13 NMR 100 MHz, CDCl5: 6 = 166.1, 163.1, 150.7, 150.1, 131.6, 123.5, 117.9, 113.4, 108.6, 68.1, 55.4, 51.8,
44.4,40.6, 38.2, 35.8, 33.1, 32.4, 20.8, 16.9, 15.1.

IR Absorption Film Vmaye: 2932, 1707, 1607, 1510, 1272, 1256, 1167, 1032, 847, 772 cm™.
Spectrum

Optical Rotatory [alp 2° = +130.06 (c 1.70, CHCl3).
Power

HRMS ESI: calcd. for CasHs Os [M+HI* 355.2273; found 355.2271.

CAS Method Number 3-209-CAS-8900882
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English (54)
The total synthesis of the potent microtubule-stabilizing anticancer agent (-)-laulimalide (1) has been achieved in 27 steps and 2.9%
overall yield. Notable features are the use of Jacobsen HDA chem. for the enantioselective construction of the side chain
dihydropyran, a diastereoselective aldol coupling using chiral boron enolate methodol., a Mitsunobu macrolactonization, and a
Sharpless AE to introduce the epoxide onto des-epoxy-laulimalide (11).
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Total Synthesis of Microtubule-Stabilizing Agent (-)}-Laulimalide
By: Ghosh, Arun K.; Wang, Yong: Kim, Joseph T.

An enantioselective first total synthesis of laulimalide (1) is described. 1, a remarkably potent antitumor macrolide, has been isolated
from the Indonesian sponge Hyattella sp. and the Okinawan sponge Fasciospongia rimosa. | represents a new class of antitumor agents
with significant clin. potential. The synthesis is convergent and involved the assembly of Cs-Cyg segment Il and Cy3-Cpg segment 11l by
Julia olefination. The sensitive C5-Cs cis-olefin functionality was installed by Yamaguchi macrolactonization of a hydroxy alkynic acid
followed by hydrogenation of the resulting alkynoic lactone over Lindlar's catalyst. Initial attempts of intramol. Still's variant of Horner-
Emmons olefination between the Cyg-phosphonocetate and Cs-aldehyde provided a 1:2 mixture of cis- and trans-macrolactones. The
trans-isomer was photoisomerized to a mixture of cis- and trans-iscmers. The other key steps involved ring-closing olefin metathesis to
construct both dihydropyran units, stereoselective anomeric alkylation to functionalize the dihydropyran ring, stereoselective reduction
of the resulting alkynyl ketone to set the Cag-hydroxyl stereochem., and a novel Julia olefination protocol for the installation of the Cy3-
exo-methylene unit. The sensitive epoxide at Cy5-Cy7 was introduced in a highly stereoselective manner by Sharpless epoxidation at the
final stage of the synthesis.
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laulimalide preparation; alkylation stereoselective anomeric hydrogenation laulimalide preparation
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A review, This review highlights the extensive applications and reaction pathways of thiazol-, triazol-, imidazol-, and imidazolin-2-
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Enamine-Based Organocatalysis with Proline and Diamines: The Development of Direct
Catalytic Asymmetric Aldol, Mannich, Michael, and Diels-Alder Reactions
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A review, Enamines and imines have long been recognized as key intermediates in enzyme catalysis, particularly within a class of peedback
enzymes arganic chemists would very much like to emulate, the aldolases. Here we summarize the contributions of this laboratory
to converting enzymic enamines, and in some cases imines, into a versatile catalytic asym. strategy powered by small organic mols.
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Journal of Pharmaceutical Investigation (2016), 46(6), 583-592 | Language: English, Database: CAplus

Ezetimibe is a low-d. lipoprotein cholesterol-lowering agent with poor agueous solubility There is therefore a need to increase the
agueous solubility of ezetimibe in order to improve its dissolution profile, and thereby, enhance its bioavailability. The purpose of
this study was to produce a solid dispersion of ezetimibe with improved physicochem. characteristics, which could be then be used

to prepare ezetimibe
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Employing an optimized spray-drying process to produce ezetimibe tablets with an improved
dissolution profile

By: Kim, Sungyub; Gupta, Biki; Moon, Cheol; Oh, Euichaul; Jeong, Jee-Heon; Yong, Chul Soon; Kim, Jong Oh

Ezetimibe is a low-d. lipoprotein cholesterol-lowering agent with poor agueous solubility There is therefore a need to increase the
aqueous solubility of ezetimibe in order to improve its dissolution profile, and thereby, enhance its bioavailability. The purpose of this
study was to produce a solid dispersion of ezetimibe with improved physicochem. characteristics, which could be then be used to
prepare ezetimibe tablets with improved dissolution characteristics. The ezetimibe solid dispersion was prepared by an optimized
spray-drying process. Product characteristics, namely. yield, moisture content. solubility, and Hausner ratio, were optimized by
controlling process parameters, namely, inlet temperature, pump feed rate, and solid contents, by applying the Box-Behnken design
and the desirability functions approach. The physicochem. characteristics of the optimized solid dispersion were in close agreement
with the predicted characteristics. The tablets formulated using the optimized solid dispersion exhibited an excellent dissolution
profile, which was remarkably better than that of tablets formulated from free ezetimibe or a phys. mixture of the drug and the
excipients. Therefore, ezetimibe tablets with improved solubility and dissolution characteristics were produced using an optimized
spray-drying technigue.

Keywords: ezetimibe tablets spray drying process dissolution
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English (203}
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Triblock copolymer syntheses of mesoporous silica with periodic 50 to 300 angstrom pores
By: Zhao, Dongyuan; Feng, Jianglin; Huo, Qisheng; Melosh, Nicholas; Frederickson, Glenn H.; Chmelka, Bradley F.; Stucky, Galen D.
Science (Washington, D. C.) (1998), 279(5350), 548-552 | Language: English, Database: CAplus and MEDLINE

Use of amphiphilic triblock copolymers to direct the organization of polymerizing silica species has resulted in the preparation of
well-ordered hexagonal mesoporous silica structures (SBA-15) with uniform pore sizes up to approx. 300 angstroms. The SBA-15
materials are synthesized in acidic media to produce highly ordered, two-dimensional hexagonal (space group pémm) silica-block
copolymer mesophases. Calcination at 500°C gives porous structures with unusually large interlattice d spacings of 74.5 to 320
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Nitric oxide synthases: structure, function and inhibition
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Biography (22)
Book (1,839) A compilation of corrosion potentials reported for intermetallic phases in aluminum alloys
By: Buchheit, R. G.

View All Journal of the Electrochemical Society (1995), 142(11), 3994-6 | Language: English, Database: CAplus

Areview. A compilation of corrosion potentials reported for Al-based intermetallic compounds is presented. The range of corrosion
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potentials for dilute aluminum binary alloys is also given. This compilation is intended to serve as an aid in establishing galvanic
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International Materials Reviews (2002), 47(1), 3-29 | Language: English, Database: CAplus
Chinese (612K)
A review. Grain refinement of Al and its alloys is a common industrial practice. The field has been extensively investigated by many

J2panese [349K) workers over the past 50 yr, not only to develop efficient grain refiners for different Al alloys, but also to achieve an understanding
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nucleation and alloying. Initially, the fundamentals of grain refinement by inoculants are outlined. The types of grain refiner, Al-Ti-B
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Microbial oxidation of anabolic steroids
By: Choudhary, M. Igbal; Adnan, 5.; Shah, A.; Atta-Ur-Rahman
Natural Product Research (2008), 22(15), 1289-1296 | Language: Eng

h, Database: CAplus and MEDLINE

Micrabial transformation of two anabaolic steroids, ethylestrenol (1) and nandrolone (2), were carried out. Ethylestrenol (1), when
incubated with Rhizopus stolonifer (T5Y 0471), yielded two oxidative metabolites named 17a-ethyl-30,17p-dihydroxy-19-
norandrost-4-ene (2} and 17a-ethyl-178-hydroxy-19-norandrost-4-en-3-one (4), while incubation of compound 2 with the same
fungus yielded two oxidative metabolites, 19-norandrost-4-en-3,17-dione (5) and 6a,17p-dihydroxy-19-norandrost-1,4-dien-3-ane (6).
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Chemisches Zentralblatt (1967), 138(51/52), 162-162 | Language: German, Database: CHEMZENT
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Microbial oxidation of anabolic steroids
By: Choudhary, M. Igbal; Adnan, S.; Shah, A; Atta-Ur-Rahman
Natural Product Research (2008), 22(15), 1289-1296 | Language: English, Database: CAplus and MEDLINE

Microbial transformation of two anabolic steroids, ethylestrencl (1) and nandrolone (2), were carried out. Ethylestrenol (1), when
incubated with Rhizopus stolonifer (TSY 0471), yielded two oxidative metabolites named 17a-ethyl-3(3,17B-dihydroxy-19-
norandrost-4-ene (3) and 17a-ethyl-17B-hydroxy-19-norandrost-4-en-3-one (4), while incubation of compound 2 with the same
fungus yielded two oxidative metabolites, 19-norandrost-4-en-3,17-dione (5) and 6a,17B-dihydroxy-19-norandrost-1,4-dien-3-one (6).
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A review with 93 references Cyclin-dependent kinases trigger and coordinate transitions between different phases the cell division
cycle (CDK1, 2, 3, 4, 6, 7). They also play a role in apoptosis (CDK2), in neuronal cells (CDKS) and in the control of transcription (CDK
7. 8. 9). Intensive screening has lead to the recent identification of a series of chem. inhibitors of CDKs: clomoucine. roscovitine,
purvalanol, CVT-313, flavopiridol. y-butyrolactone, indirubins, paullones and staurosporine. Some of these compounds display

View More ~
Full Text - © substances (11) &6 Citing (292) @ Citation Map
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Cyclin dependent kinase (CDK) inhibitors as anticancer drugs
By: Sanchez-Martinez, Concepcion; Gelbert, Lawrence M.; Lallena, Maria Jose; de Dios, Alfonso
Bioorganic & Medicinal Chemistry Letters (2015), 25(17), 3420-3435 | Language: English, Database: CAplus and MEDLINE

A review. Sustained proliferative capacity is a halimark of cancer. In mammalian cells proliferation is controlled by the cell cycle,
where cyclin-dependent kinases (CDKs) regulate critical checkpoints. CDK4 and CDKE are considered highly validated anticancer
drug targets due to their essential role regulating cell cycle progression at the G1 restriction peint. This review provides an overview
of recent advances on cyclin dependent kinase inhibitors in general with special emphasis on CDK4 and CDK6 inhibitors and

View More ~
Full Text - @ Substances (3) &6 Citing (118) @ Citation Map

6

Discovery of a Potent and Selective Inhibitor of Cyclin-Dependent Kinase 4/6

By: Toogood, Peter L.; Harvey, Patricia J.; Repine, Joseph T.; Sheehan, Derek J.; VanderWel, Scott N.; Zhou, Hairong; Keller, Paul R.;
McNamara, Dennis |.; Sherry, Debra; Zhu, Tong; et al

Journal of Medicinal Chemistry (2005), 48(7), 2388-2406 | Language: English, Database: CAplus and MEDLINE

A pharmacol. approach to inhibition of cyclin-dependent kinases 4 and 6 (Cdk4/6) using highly selective small
mol. inhibitors has the potential to provide novel cancer therapies for clin. use. Achieving high levels of selectivity
for Cdk4/6, vs. other ATP-dependent kinases, presents a significant challenge. The pyrido[2.3-d]pyrimidin-7-one
template provides an effective platform for the inhibition of a broad cross-section of kinases, including C€dks. It is
now demonstrated that the madification of pyrido[2,3-d]pyrimidin-7-ones to include a 2-aminopyridine side chain
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Bioorganic & Medicinal Chemistry A review. Sustained proliferative capacity is a hallmark of cancer. In mammalian cells proliferation is controlled by the cell cycle, where
Letters cyclin-dependent Kinases (CDKs) regulate critical checkpoints. CDK4 and CDK6 are considered highly validated anticancer drug targets
Volume: 25 due to their essential role regulating cell cycle progression at the G1 restriction point. This review provides an overview of recent
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Publication Date By: Remon, Jean Paul: Corveleyn, Sam
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Freeze-dried disintegrating tablets contain at least a therapeutic agent. a matrix forming agent and a binding agent, in which the
Application Number tablets contain more than 20% by weight of a matrix forming agent selected from the group consisting of maltodextrins having a
Us1997-931257 dextrose equivalent value between 12 and 40, isomalt and mixtures thereof, the weight ratio between said matrix forming agent and
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Formulation and production of rapidly disintegrating tablets by lyophilization using hydrochlorothiazide as a model drug
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International Journal of Pharmaceutics (1997) | English

Maltodextrins as lyoprotectants in the lyophilization of a model protein, LDH
By: Corveleyn, Sam; Remon, Jean-Paul
Pharmaceutical Research (1996) | English

Evaluation of maltodextrins as tablet excipients. |. Micromeritic and compressional characterization
By: Nath, Shelli; Pathak, Yashwant V.
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hydrochlorothiazide as a model drug

By: Corveleyn, Sam; Remon, Jean Paul

International Journal of Pharmaceutics (1997), 152(2), 215-225 | Language: English, Database: CAplus

Clinical Trial (2)
Letter (1)

The influence of different formulation and process parameters on the characteristics of lyophilized oral dosage forms was
investigated. Maltodextrins, gelatins, xanthan gum and hydroxyethyl cellulose were evaluated as excipients in the formulation of
English {150) freeze-dried tablets. The resulting tablets were analyzed for mech. strength, porosity. disintegration time and residual moisture.
Scanning electron micrographs of the fracture plane of the tablets were taken. Addnl. dissclution tests were performed on
lyophilized tablets containing hydrochlorothiazide as a model drug. The concentration of the maltodextrins, used as the matrix
German (8) forming agent, influenced the integrity and strength of the tablets. Increasing the maltodextrin concentrations resulted in stronger
tablets. The concentration of the maltodextrins had also an influence on the pore size of the freeze-dried product. There was no
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French (8)
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. influence of the DE value of the maltodextrin on the characteristics of the tablets. The disintegration time of the tablets was also
Chinese (1) affected by the maltodextrin concentration The strength of the tablets depended on the xanthan gum concentration and the tablet
View All dimensions. Compared to the formulations using xanthan gum as a binder in the same concentration, the disintegration time of the

tablets containing hydroxyethyl cellulose (HEC) was much shorter: 55 s for the xanthan gum formulaticns and 7 s for the HEC
formulations. The in vivo disintegration time was significantly higher at 0.59% (w/v) HEC compared to 0.25% (w/V)(P < 0.01). The in vivo
disintegration time of the tables containing hydrolyzed gelatin Solugel LB as a binder was below 23 s for the in vivo tests. Unlike the
xanthan gum formulations, no gel-like structure was formed upon contact with the saliva. The strength of the tablets was enhanced

|I| “ by using higher maltodextrin concentrations The incorporation of hydrochlorothiazide in the formulations induced a decrease in
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strength of the tablets. The percentage of HCT released within 10 min was 64.55% and 77.84% for the reference tablets and the
lyophilized table formulation, resp. the addition of PEG 6000 (1% w/v) resulted in an increase of drug release as 93.3% was released
from the lyophilized tablets within 10 min. However, the incorporation of PEG 6000 in the formulation resulted in a decrease in the
strength of the tablets.
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PCSK9 inhibitors and methods of use thereof
By: Abou-Gharbia, Magid; Childers, Wayne E.
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World Intellectual Property Organization, WO2016040305 A1 2016-03-17 | Language: English, Database: CAplus

The present invention relates to compositions and methods for treating lipid disorders in a
subject. In one embodiment, the compositions of the present invention can be used to inhibit
protease proprotein convertase subtilisin-like kexin type 9 (PCSK9). In another embodiment, the
compositions of the present invention can be used to disrupt the protein-protein interaction
between PCSK9 and low-d. lipoprotein receptor (LDLR).
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4 2. A method for disrupting the protein-protein interaction between
PCSKY and low-density lipoprotein receptor (LDLR), compriging:

administering a therapeutically effective amount of the composition of any one

13. A method for treating a lipid disorder in a subject, comprising:

administering a therapeutically effective amount of the compaosition of any one
14. The method of claim 13, wherein the lipid disorder is

15. The method of claim 13 or claim 14, wherein the composition further
comprises an additional therapeutic agent sclected from the group consisting of an
HMGCoﬁéedumasc inhibitor, a nicotirs acid, a ﬁbn'cvcid. and a bile acid-binding
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Process for making amino acid compounds
By: Remarchuk, Travis
United States, US9278917 B2 2016-03-08 | Language: English, Database: CAplus

The invention provides new processes for making and purifying amino acid compounds, which are useful in the preparation of AKT
inhibitors used in the treatment of diseases such as cancer, including the compound (5)-2-(4-chlorophenyl)-1-{(4-((5R.7R)-7-hydroxy-5-
methyl-6,7-dihydro-sH-cyclopentaldlpyrimidin-d-ylpiperazin-1-yl)-3-(isopropylamino)propan-1-one.

PatentPak ~ Full Text = & Substances (17) B Reactions (12) @ Ccitation Map

Z

Process for making amino acid compounds using enantioselective hydrogenation reactions
By: Remarchuk, Travis
‘World Intellectual Property Organization, WO2013173779 A1 2013-11-21 | Language: English, Database: CAplus

The invention provides processes for making and purifying amine acid compounds of formula I [Ry and R2
vt X ¥ are independently H, Cy_4; alkyl, and amino-protecting group] and their salts, which are useful in the
/"l\f: ,=~-— preparation of AKT inhibitors, including the compound (5)-2-(4-chlorophenyl}-1-(4-{(5R,7R)-7-hydroxy-5-

T methyl-6,7-dihydro-5H-cyclopenta[d]pyrimidin-4-yl)piperazin-1-yl)-3-(isopropylamino)propan-1-one.
v Compound | [R" = H; R? = Boc] was prepared by condensation of Et 4-chlorophenylacetate with Et formate
and isopropylamine followed by Boc-protection; the resulting (E)-Et 3-{(tert-butoxycarbony...

View More ~

PatentPak ~ Full Text « £ Substances (18) B Reactions (23) &6 Citing (1) @ Citation Map

5. %% References,

RIFZE AN RERKER.

WNFRE % CAS SciFinder" #B8h,

JBEX R china@acs-i.org, 010-63508026/7

133



H CAS 'z:: SciFinder"

Substances = W02013173779 n X @Draw n * ® 2

&« Return to Home

© Substances ;s

Filter Behavior Sort: CAS RN: Descending ~ View: Partial ~

Filter by Exclude

~ Reference Role

Preparation (18)

View All

v Stereochemistry

lethoxy)carbonyl](1-methylethyl)amino]
methy...

/\D/'H%j\)kok

I
Nan

References « B Reactions = ¥ Suppliers = |i| Bl % Save And Alerts
~ Commercial Availability
1 2 3
Available (11)
Not Available (7) 1489004-67-2 K N 1489004-64-9 R 1489004-59-2 R N
i o
~ Reaction Role E) 1 )\ . ,Jl\ \%/
N i R B _s00g _od
Product (18) J‘rc ] \Tf bl
& e 0. N,
Reactant (14) g LII}“ >( T J\Q
11 4 ]
Reagent (3) Double bond geometry shown
C12H14CINO; C1oH24CINOg
Caralysti4) CqgH26CINO, 4-Chloro-a-[[(1-methylethyl)amino] a-[[Bis[(1,1-dimethylethoxy)carbonyl]
Solvent (3) Ethyl (aZ)-4-chloro-a-[[[(1,1-dimethy methylene]benzeneacetic acid amino]methylene]-4-chlorobenz

eneacetic acid

2 B 2 2 82 2 B 6
Synthetic Preparation (18) References Reactions References Reactions References Reactions
Reactant (17)
Reactant or Reagent (17) 4 5 6
tidustrialMandfaciure {18} 1489004-54-7 s 1489004-53-6 ~ 1489004-41-2 S

MT“\«\

6. 1% Substances,

RS EFIRENYIRER.

134




CAS SciFinder" {# B+ I5F

i CASZ: scinder Reactions = WO2013173779 X () n * 2
« Return to Home
Filter Behavior A Reactions @3 Group: By Document =
Filter b Exclud =
xeuee References = ‘i, B % SaveAnd Alerts
~ Yield
i
90-100% (3)
70-79% (1) Process for making amino acid compounds using enantioselective hydrogenation reactions
50-69% (2) By: Remarchuk, Travis
World Intellectual Property Organization, WO2013173779 A1 2013-11-21 | Language: English, Database: CAplus
30-49% (2)
Nao Yield Available (27) PatentPak - Full Text = View 23 Related Reactions
~ Number of Steps
1(8)
2(6) \|/
3) L X 2 s
4(2) d YNV\@\ Y |
5(1) : Absolute stereachemistry fhcu;l'
~ Non-Participating Functional
Groups
Reaction Summary Steps: 1 Yield: 99%
Halide (8)
< 1.1 Reagents: Hydrogen, Lithium tetrafluoroborate
Phenyl halide () Catalysts: Ruthenium(1+) (n-benzene)[1,1'«(15)-[1.1-binaphthalene]-2, 2'-diylbis[1,1-diph...
Acydlic alkene (4) Solvents: Ethanol; 24 h, 50 psi, rt
Alks 4
ene (4) View Reaction Detail Experimental Protocols
Carbamate (4)
X . —H: \
7. ¥t Reactions, FRIFIZTHMIREERI R VIE R,
= A= IS ———ER
EREZMFBFSRERFNER, EIA—FR,
: CAS 'z: Scifinder" Y Saved @ History 8 Account

Searching for... All Answer Types

Search by Keyword, Substance Name, CAS RN, Patent Number, PubMed ID, AN, CAN, and/or DOI. Learn Maore
oo
© Substances CA2013-2873658 X @ Draw n

& Reactions

® Suppliers

<> Biosequences

D Retrosynthesis

References

W EZ CAS SciFinder" #8f), 1EEXA& china@acs-i.org, 010-63508026/7

135




CAS ',.» Scifinder” All ~  CA2013-2873658
7z

X @ Draw

*
@
Ie

+ Return to Home

Show only ooo A” Answer Types

Substances (18) Top two answers by relevance from each answer type.

Reactions (35)

References (2) @ Substances ng)

Suppliers (0) >

24424-99-5

S K

CigH1805
Di-tert-butyl dicarbonate

E 55K B 160K
References Reactions

View All Substances

B Reactions 33

Scheme 1 (1 Reaction)

= 133
suppliers

e
Seeoy

2
75-31-0
NH;
C3HoN
Isopropylamine
B 22K B 28K = 62

References = Reactions Suppliers

o ooy o

1
2 e 1

Absolute stereachemistry shown

Steps: 1 Yield: 99%

136




CAS SciFinder" {# B+ I5F

T mER

I E YT 5 RS SRIRENAH 75 SRk

CAS %= scifinder Substances = Enter o query... @ Draw “ w o 2

€ Return to Home

BLAST Search Details Q& Blosequences (10) Sort: Alignment Identity ~ View: Expanded ~
sequence Type: Protein
Search Within: Proteins B Belerences 1 'i‘
BLAST Algorithm: BLASTp
NCBI Included: Yes .

Query Detalls  NSCRHREPTTSHYSVAKTAFTGAVLGOOCTAMAAGATAATICEWDGVARCE SCCHWS TNTCHGYLOCLAF T STWAAHGOCEF AP SAQLAS View More

Alignment Identity: -
Query Coverage: 90%

E-Value: 10 1 Alignment Identity: 99.75%
Match with Gaps?: No

Gap Costs: Existence 11
Extension 1 Query, @

Word Size: 3

Matches: 406

Mismatches: 1
Bioscape Analysis

Subject 1) F}?

Visually explore sequence
similarity with a new tool.
Learn more about Bioscape.

—_— 2
Create Bioscape Analysis Alignment Subject References B References

View Less v

Tuberculosis Compositions And Methods Of Treating Or Preventing Tuberculosis

Filter by
Assignee: INTERNATIONAL AIDS VACCINE INITIATIVE, INC
~ E-value U520170362284 Al | Seq ID No: 69
0 > to 10° -
Tuberculosis compositions and methods of treating or preventing tuberculosis
~ Query Coverage % Assignee: AERAS
3 'S WO2017218867 A1 | Seq ID No: 69
0 to 100 Recombinant cytomegalovirus vectors as vaccines for tuberculosis
Assignees: AERAS; OREGON HEALTH AND SCIENCE UNIVERSITY
~ Subject Coverage % WO02017223146 A1 | Seq ID No: 24
O O -
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Biosequences
Enter a protein or nuclectide string, or upload a .txt or .fasta file. Learn more about Biosequence Search,
A

BLAST COR Mouif 1 Upload Sequence

Clear Search 2

ATGCAGATCCCACAGGLGLOC THHCCAGTOGTC TOHGEGE TG TACAAL TGHGE TGOCGGCCAGGATGGTTC T TAGAL TC SEqLED
COCAGACAGGCCCTGRAAC CCCCOCACCTTCTCCCCAGCCCTGETCOTGAT GACCGAAGGGOACAACGL CACCTTCACCT Protein
GLAGCTTCTCCAACACATCGGAGAGCTTCGTGLTASACTGGTACCGCATGAGC COCAGCAACCAGACGLACAAGLTGELC
GECTTCCLCGAGGAL CGEAGCCAGCCCGGOCAGGAL TGCCGE TTCOGTG TCACACAAL TECCCAACGGGCGTGAC TTCCA ok e
CATGAGLGTEGTCAGGGECLGGEGCAATGAC AGEGGCACT TACCTCTETEOOGLCATE TCCC TEHCCCC CARGGLGCAGA

@ Nucleotides Proteins

TCARAGAGAGL C TG GGGCAGAGE TCAGLGTGALAGAGAGAAGGGLAGAAG TELCCACAGCCCACCCCAGL LT
AGGCCAGCCEGCCAGTTCCAAMCCCTRRTGOTTGATATCATGGECGGRCC TACTGLACAGCCTARTGLTACTAG
CCTGGCCETCATCTOCTCCCGOGLCGCAC GAGGGACAATAGGAGC CAGGLGLACCGGCCAGLCCCTGAAGGAG 3
CAGLCGTOCCTGTRTTCTCTGTGLACTATGLOGAGE TGGAT TTCCAG TGO GAGAGAAGAL CCOGGAGLCCCCC
TGTGTCCCTBAGC AGACGGAGTATGCCACCATTGTCTTTCCTAGE GBAATGEECACC TCATOCCCOGOCCETA
AGCTGACGGCCCTCORAGTACCCAGCCAC TGAGGCCTGAGGATGEACACTACTCTTEGCCCCTC 4 20000 8

Include NCBI Sequences

Limit Total Sequence Results 1o

Q, Start Biosequence Search

Advanced Biosequence Search » Adjust Parameters for Short Sequences | Reset All

1. 1&3F Biosequences ENHNFHIERIIE, I, AJLOREEREFRERFhinAL
KBRS, BRI LUE s Upload Sequence EfEXARD FASTA 18T fF. I0R L
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50 1 -
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Penalty for Mismatch @
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o ok W N
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K&HY Gap Costs S5 BB R D=ARFFIILES,

B#E, WERFILEXS _ERLEflEE.

AR EN SRR ILE K E word size K, LA™K,

ULECRRD, $BECTT0.

MegaBLAST & AFEEMBIFFI; BLASTn FFEMERENFFINSERL; BLASTH-
short AVFERERFFIRILLSY (Lbaniazl 7 MEERIFY) o

E &)\, ULECHE™ 18,
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BLAST Search Details @ Blosequences (919) sort: Alignment Identity = View: Expanded -

Sequence Type: Nucleotide
Search Within: Nucleotides
BLAST Algorithm: BLASTn
NCBI Included: Yes
Alignment Identity: 50%
Query Coverage: 50%
E-Value: 10 1 Alignment Identity: 100%
Match with Gaps?: No
Gap Costs: Existence 5

Extension 2 Query @ Bod
Word Size: 11

B References lil

Query Details ATGCAGATCCCACAGGCGCCCTGECCAGTCGTCTGGOCEGTGCTACAACTGEGCTGGCGECCAGOATGGTTCTTAGACTCCCCA.. Wiew More

Matches: 864
Mismatches: 0
Bioscape Analysis

i Subject @I 1 867 )
Visually explore sequence

similarity with a new teaol.
Learn more about Bioscape.

View Less ~

Create Bioscape Analy: 4, references B References

Alignment Data
BLAST Score: 1728

Filter by

~ E-Value E-Value: 0
o - to 10° - Q 1 ATGCAGATCC CACAGGCGCC CTGGCCAGTC GTCTGGGCGGE TGCTACAACT GGGCTGGCGG CCAGGATGGT 7@ -
PEECEEEEEE FERREEEET TREr e e FErre e e P e e e PEEEEEe e Feerrer e
~ Query Coverage % s 1 ATGCAGATCC CACAGGCGCC CTGGCCAGTC GTCTGGGCGG TGCTACAACT GGGCTGGCGG CCAGGATGST 78
O ') Q 71 TCTTAGACTC CCCAGACAGG CCCTGGAACC CCCCCACCTT CTCCCCAGCC CTGCTCGTGG TGACCGAAGE 149
FECEEERREE PEEPREEEEE FEEEPECEEE TEEEee e Pere e e eeee e eee e Feee e
0 to 100 5 71 TCTTAGACTC CCCAGACAGG CCCTGGAACC CCCCCACCTT CTCCCCAGCC CTGCTCGTGE TGACCGAAGG 14@
Q 141 GGACAACGCC ACCTTCACCT GCAGCTTCTC CAACACATCG GAGAGCTTCG TGCTAAACTG GTACCGCATG 21@
~ Subject Coverage % PEECEEEEEE FERREEEET TREr e e FErre e e P e e e PEEEEEe e Feerrer e
O O s 141 GGACAACGLC ACCTTCACCT GCAGCTTCTC CAACACATCG GAGAGCTTCG TGCTAAACTG GTACCGLATS 21@ -
0 to 100
2 alignment Identity: 100%
~ Alignment Identity %
O O Query @ 864
0 to 100 Matches: 864

1. FHIERAFR
2. AR YIER,
3. Rk,

4. FHIxSELIF

==
Ho

Query Coverage (100%) = Alignment Length _ 2
Query Length 10

S
Query Sequence QQLLVVEEGG Alignment Length 10

0 I I I I Subject Coverage (91%) = . =—
Subject Sequence  QQLLVVEEIGS Subject Length 11

Number of Matches 9

i 0, = Fppe——
Alignment Sequenes ddentior CAEN) = Alignment Length 10

140



CAS SciFinder" {# B+ I5F

Alignment Subject 1 ces References

CAS Registry Numbers: 2306097-89-0, 503752-44-1 2
NCBI Identifier: K]865859.1 &', AY238517.1 &7
Length: 867 nt

Sequence
1 ATGCAGATCC CACAGGCGC GTC GTCTGGGCGG TGCTACAACT GGGCTGGCGG CCAGGATGGT TCTTAGACTC
81 CCCAGACAGG CCCTGGAACH CCTT CTCCCCAGCC CTGCTCGTGG TGACCGAAGG GGACAACGCC ACCTTCACCT

161 GCAGCTTCTC CAACACATCG GAGAGCTTCG TGCTAAACTG GTACCGCATG AGCCCCAGCA ACCAGACGGA CAAGCTGGCC
241 GCCTTCCCCG AGGACCGCAG CCAGCCCGGC CAGGACTGCC GCTTCCGTGT CACACAACTG CCCAACGGGC GTGACTTCCA
321 CATGAGCGTG GTCAGGGCCC GGCGCAATGA CAGCGGCACC TACCTCTGTG GGGCCATCTC CCTGGCCCCC AAGGCGCAGA
491 TCAAAGAGAG CCTGCGGGCA GAGCTCAGGG TGACAGAGAG AAGGGCAGAA GTGCCCACAG CCCACCCCAG CCCCTCACCC
481 AGGCCAGCCG GCCAGTTCCA AACCCTGGTG GTTGGTGTCG TGGGCGGCCT GCTGGGCAGC CTGGTGCTGC TAGTCTGGGT
561 CCTGGCCGTC ATCTGCTCCC GGGCCGCACG AGGGACAATA GGAGCCAGGC GCACCGGCCA GCCCCTGAAG GAGGACCCCT
641 CAGCCGTGCC TGTGTTCTCT GTGGACTATG GGGAGCTGGA TTTCCAGTGG CGAGAGAAGA CCCCGGAGCC CCCCGTGCCC
721 TGTGTCCCTG AGCAGACGGA GTATGCCACC ATTGTCTTTC CTAGCGGAAT GGGCACCTCA TCCCCCGCCC GCAGGGGCTC -

< C @& ncbinlm.nih.gov/nuccore/KJ865859.1

GenBank = Z} Send

Homo sapiens cell-line A375 programmed cell death 1 protein (PDCD1) mRNA,
complete cds

GenBank: KJ865859.1
FASTA  Graphics PopSet

Go to: [¥)

Locus KJ865859 867 bp mRNA linear PRI 22-SEP-2015
DEFINITION Homo sapiens cell-line A375 programmed cell death 1 protein (PDCD1)
mRNA, complete cds.
ACCESSION K3865859
VERSION K3865859.1
KEYWORDS
SOURCE Homo sapiens (human)
ORGANISM Homo sapiens
Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
Mammalia; Eutheria; Euarchontoglires; Primates; Haplorrhini;
Catarrhini; Hominidae; Homo.
REFERENCE 1 (bases 1 to 867)
AUTHORS Kleffel,S., Posch,C., Barthel,S.R., Mueller,H., Schlapbach,C.,
Guenova,E., Elco,C.P., Lee,N., Juneja,V.R., Zhan,Q., Lian,C.G.,
Thomi,R., Hoetzenecker,W., Cozzio,A., Dummer,R., Mihm,M.C. Jr.,
Flaherty,K.T., Frank,M.H., Murphy,G.F., Sharpe,A.H., Kupper,T.S.
and Schatton,T.
TITLE Melanoma Cell-Intrinsic PD-1 Receptor Functions Promote Tumor
Growth
JOURNAL  Cell 162 (6), 1242-1256 (2015)

1. BfFAER.

2. BinRe5l CAS Fi2 5.

3. BfRFSIBINCBI RS, =di NCBI 4=, BIEIi%EZE NCBI JlH,
4. NCBI mMERRBBEIRFHIFB,
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Assignee: RXIE- BEARAT
CN107206088 A | Seq ID No: 1

Novel pd1 isoforms, and uses thereof for potentiating immune responses

Assignee: VERSITECH LIMITED
US20140302070 A1 | Seq ID No: 24

Compositions and methods for identification, assessment, prevention, and treatment of melanoma using pd-I1
isoforms

Assignee: DANA-FARBER CANCER INSTITUTE, INC.
CA2935804 A1 | Seg ID Mo: 1
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— .
1
¥

Bioscape Analysis \\\\\

Wisually explore sequence
similarity with a new tool. A

Learn more about Bioscape. \ “\

Create Bioscape Analysis

3. mif Create Bioscape Analysis f5, RS 5Bl M DT E.
4, wHEEEG,

5. #OEPFEFIRE B REMBXEF,
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o0
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© Substances i b g
Sen re T o
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Visually explore sequence pu
similarity with a new tool, )
View w

Learn more about Bioscape.

Create Bioscape Anal Alignment Subject References 8 References
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@
0 - to 10° b
Length: 407 aa
~ Query Coverage % sequence
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L
81 GEFAPSAQLA PREVLPAS AAMDAPLD
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Feedback
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~ Subject Coverage %
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> <cas.rn>
865-21-4

» <cas.index.name>
Vincaleukoblastine

> <molecular.formula>
C46H58NA09

> <molecular.weight»
818.97

> <melting.point.experimental>
211-216 °C

» <density.predicted>
1.3718.1 g/cm3 Temp: 28 °C; Press: 768 Torr

> <pka.predicted>»
11.26+8.606 Most Acidic Temp: 25 °C
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