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Dear user,
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o I will not share my username and password with any other person.
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If you do not accept these terms and conditions. do not click the link and delete this e-mail message.
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If you need assistance at any time, consult the key contact at your organization.
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] 168731 references were found containing the concept "gene therapy”. 168731
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Dislay:

Despite the success of antreirowral drugs m decreasing AIDS reloted roraly,  substantial fracton of HIV-infected patents experience therapy fawe due to the
emergence of drug-resistant virus variants. For durable inhibition of HIV-1 replication, the emergence of Such escape viruses must be controlled. In addn.
drugs, RNA interference (RMAi)-based gene therapy can be used to inhibit HIV-1 replication by targeting the viral RNA genome. RMNAI is an e\n\unanary conserved Vaish Narendra K
gene mechanism that mediates the sequence-speciic breakdown of the targeted MRNA. Here we investigated an altemative strategy combining the activity of a
protease inhibitor (P1) with second-generation short hairpin RNAS (shRiNAS) designed to specifically block the emergence of PE-resistant HIV-1 variants. We demonstrate that Quay Steven € 81
dominant viral escape routes can be effectively blocked by second-generation ShRNAS and that virus evolution can be redirected toward less-fit variants. These results are of

importance for a deeper understanding of HIV-1 evolution under combined drug and RNAI pressure and may be used to design future therapeutic approaches.

Ahmadian Mohammad 80
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2. Tumor-targeted detmy of SIRNA by surface-modified LPC rnnnnartlds Rt & Barkhout Ben 43
By Yers, )
! °f Rossi John J 35
Witk ncreacing Etuiuige o the mol. mechbaires of exdoganous RA isterfarace; sysiemic delwery of small interfering RNA (SRIL%) via targeted nanopartcles has ——— 5
emerged as a potential strategy for cancer gene therapy. In this study, a novel formulation [t sulfate (LPC-HP)] was
developed for SRNA delvery by self-assembling with charge-charge interaction. The LPC-NP was further moamed by DSPE-PEG2000 and DSPE- PEG2000-T7 by the post- Taira Kazunari s
Insertion method. T7, a transferrin-like seven-amino ackd peptide, Is a targeting ligand for transferrin receptor-overexpressed MCF-7 breast cancer cells. The particle size S—
and zeta potential of LPC-NP were approx. 90 nm and +35 mV, resp. Xt was shown that PEG modification could signficantly decrease aggregation of LPC-NP in serum, and Davidson Beverly L 24
T7 peptide modified LPC-NP could signdicantly increase the cellular uptake and the gene-sllencing effect of SRNA. In witro cytotoxicity assay exhibited that sgnficant cell —_
growth inhibition was achieved in MCF-7 cells after the delivery of anti-EGFR SRNA. Our encouraging results suggested that T7-modified LPC-NP might be & promising Ter Brake Olivier 21
carner for RNAI-based tumor therapy.
Aigner Achim 19

3. Effects of sllencing cydin D1 gene on proliferation and apoptosis of pancreatic carcinoma AsPC-1 cells by RNA interference B ruiTet
U, Yueming; Cai, Jun; Deng, Jun nshan; M, Wei

g iyao (201 022 e, 0 A
The effect of silencing Cydiin D1 gene on the proliferation, cell cycle and apoptosis of pancreatic carcinoma AsPC-1 celis by RNA interference was investigated to provide
evidence for the targeted therapy of pancreatic carcinoma. ASPC-1 cells were cultured In DMEM supplemented with 10% fetal bovine serum and incubated in a cel
incubator with 5% carbon dioxide (C02) at Cells at exponential growth phase were planted on 96 well culture plate and randomy divided into exptl. group, neg.
control group and blank control group. Cyciin D1-SIRNA, ne A and lipofectamine were transfected into ASPC-1 celis mediated by LipofectamineTM2000, and the cells
were collected ot 48 h after transfection. The expressions of Cycin D1 mRNA and protein of the transfected cells were analyzed by reak-time RT-PCR and Western biot, cell
growth was measured with MTT assay, and cell cycle and apoptosis rate (AI) were examd. by flow cytometry. The expressions of Cyclin D1 MRNA and protein in expt
group were markedly dovmregulated compared with control groups (P < 0.01). The cell growth of exptl. group wias Significantly slower than that of control groups (P <
0.01). The percentage of GO/G1 stage cells was significantly higher, while the percentage of S stage celis was significantly lower in exptl. group compared with those in
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[F] 1. Directed HIV-1 avolution of protease inhibitor resistance by second-generation short hairpin RNAS B Full Text & R e TR »
By Schopman, Nick C. T.; Braun, Anja; Berkhout, Ben Al | IR LA TR
From Antimicrobial Agents and Chemotherapy (2012), 56(1), 475-486. | Language: Englsh, Database: CAPLUS 0§ set
Despite the success of antiretroviral drugs in decreasing AIDS-related mortalty, = Fraction of d patients experience therapy failure due to the PCT Int. Appl. 363
emergence of drug-resistant virus variants. For durable inhibition of HIv-1 replication, the emergence of such escape viruses must be controlled. In addn. to antiretroviral
drugs, RNA interference (RNAI)-based gene therapy can be used to inhibit HIV-1 replication by targeting the viral RNA genome. RNAI is an evolutionary conserved U.S. Pat. Appl. Publ. 112
gene silencing mechanism that mediates the sequence-specific breakdown of the targeted mRNA. Here we investigated an alternative strateqy combining the activity of a [ e—]

protease inhibitor (FT) with second-generation short hairpin RNAs (shRNAs) designed ta specifically block the emergence of PI-resistant HIV-1 variants. We demonstrate that
dominant viral escape routes can be effectively blocked by second-generation shRNAs and that virus evolution can be redirected tovard less-fit variants. These results are of
importance for a deeper understanding of HIV-1 evolution under combined drug and RNAI pressure and may be used to design future therapeutic approaches.
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[ 2. Tumor-targeted delivery of siRNA by surface-modified LPC nanoparticles [ Ful Text Communications 47
By Yang, Ting; Zhaa, Zhi-Xia; Xu, Zhen-2hang; Zhao, En-Yu; Liu, Xiao-Yan; Chen, Cheng-Jun; Wang, Jian-Cheng; Zhang, Qiang - )
From Journal of Chinese Pharmaceutical Sciences (2011), 20(6), 590-536. | Language: English, Database: CAPLUS
With increasing of the mol. of RNA , systemic delivery of small interfering RNA (sIRNA) via targeted nanoparticles has
emerged as a potential strategy for cancer gene therapy. In this study, a novel formulation [liposome-protamine-chondroitin sulfate nanoparticles (LPC-NP)] was
developed for siRNA delivery by self-assembling with charge-charge interaction. The LPC-NP was further modified by DSPE-FEG2000 and DSFE-PEG2000-T7 by the post-
insertion method. T7, a transferrin-like seven-amino acid peptide, is a targeting ligand for transferrin receptor-overexpressed MCF-7 breast cancer cells. The particle size

Jpn. Kokai Tokkyo Koho 46
[ e———

Faming Zhuanli Shenging 36
=

and zeta potential of LPC-NP were approx. 90 nm and +35 mY, resp. It was shown that PEG modification could significantly decrease aggregation of LPC-NP in serum, and Cancer Biology & Therapy 35

T7 peptide modified LPC-NP could significantly increase the cellular uptake and the gene-silencing effect of siRNA. In vitro cytotoxicity assay exhibited that significant cell [ v

growth inhibition was achieved in MCF-7 cells after the delivery of anti-EGFR SIRNA. Our encouraging results suggested that T7-modified LPC-NP might be a promising Di San Junyi Daxue

carrier for RNAi-based tumor therapy. Xuebao 35
=

[C] 3. Effects of silencing cyclin D1 gene on proliferation and apoptosis of pancreatic carcinoma AsPC-1 cells by RNA interference E Ful et
By Xiso, Weidong; Li, Yong; Li, Xueming; Cai, Jun; Deng, Jun; Zeng, Linshan; Hu, Wei
From Shandong Yiyao (2011), 51(43), 20-22. | Language: Chinese, Database: CAPLUS B Shijie Huaren Xiachua
The effect of silencing Cyclin D1 gene on the proliferation, cell cycle and apaptosis of pancreatic carcinama APC-1 cells by RNA interference was investigated to provide Zazhi 3
evidence for the targeted therapy of pancreatic carcinoma. AsPC-L cells were cuftured in DMEM supplemented with 10% fetal bovine serum and incubated in a cell
incubatar with 5% carbon dioxide (C02) at 37°C. Cells at exponential growth phase were planted on 96 well culture plate and randomly divided into exptl. group, neg.
control group and blark control group. Cyclin D1-iRNA, neg-RNA snd lipofectamine were fransfected info ASPC-1 cells mediated by LipofectamineTM2000, and the cels
S, ‘o o o o
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[0 8. Method for identification of MCAK and other p53 target genes useful for therapeutic intervention in cancer BlFul Ted & st
Efuzm"fﬁ“sf;k Appl. Publ, (2011), US 20110313021 A1 20111222, | Language: English, Database: CAPLUS ~0 @ %
The present invention discloses an RNAi-based method in Murine Embryo Fibroblasts (MEFS) to rapidly identify crit. pS3 target genes involved in the pS3-mediated cell
death. This method is based on the inventor's observation that a very small amt. of pS3 (residual pS3) can induce pS3-mediated cell death in the MEFs stably expressing U.S. Pat. Appl. Publ. 112
oncegenes (MEFs stably expressing certain oncogenes undergo p53-dependent cell death). The present inventor found that residual p53 regulates a unique set of genes 7
compared to wild type p53. The common genes regulated by both wild type and residual p53 rapresent the crit. subset of genes important for ps3-mediated cell death. Gene Therapy 72
The genes in this subset are priorttized by selecting ps3-repressed enzymes, whereby said enzymes are overexpressed in human tumors lacking functional ps3. Other ps3 e e ——]
targets that are equally modulated by WT and residual p53 may also represent key target genes for therapeutic intervention. MCAK (mitotic centromere assocd. kinesin) Biochemical and
represents an example of an enzyme repressed by both WT p53 and residual ps3, and thus is probably an important component of the ps3 network. It was found that p53 Biophysical Research
represses MCAK expression in MEFs and various human cancer cell lines, and that expression levels of MCAK correlate to p53 status (whereby cells with high levels of MCAK Communications 47

will often be either deficient for pS3 or contain a compromised pS3 gene). This finding demonstrates that the crit. pS3 target genes found in the MEFs are also important in
human cells. The present invention discloses that suppression of MCAK in p53-deficient cells, which overexpress MCAK, can cause selective cell death of said cells. Said
suppression can occur via utilization of RNAI techniques to reduce expression of MCAK gene, or via utilization of an inhibitor of the MCAK protein. MCAK is one example of

Jpn. Kokai Tokkyo Koho 46
- —
the numerous crit. genes discovered or can be discovered utilizing this method. These genes represent crit. genes for therapeutic intervention to treat a variety of

human diseases. Faming Zhuanli Shenging 36
Cancer Biology & Therapy 35
[T 9. Inhibitor of expression of dominant allele comprising RNAi molecule, and use thereof B FulTet & s
By Hohijoh, Hirohiko; Takahashi, Masaki .
From PCT Int. Appl. (2011), WO 2011158924 A120111222, | Language: Japanese, Database: CAPLUS ~0 g 3‘ Ssﬂ D 35
Disclosed is a methad for designing an RNAi mol. which permits the expression of a wild-type or desired allele and can selectively and effectively inhibit the expression of 88530)
only a specific dominant allele. Also disclosed is an inhibitor of the expression of a dominant allele contg. the RNAI as an active ingredient. The inhibitor of the expression of
a dominant allele contains an RNAI mol. having a structure in which a base length from a base paint where a dominant point mutation occurs in a target dominant allele to Molecular Therapy 32
the 5' end is set to a predetd. length and one mismatched base different from that in the sequence of a target gene is introduced at a predetd. position downstream of the
base point. The allele-specific RNAK(ASP-RNAI) is suitable for use for treatment of fibrodysplasia ossificans progressi (FOP), Huntington's disease, and non-small cell lung Shijie Huaren Xiachua
cancer. Zazhi 31
[ 12. i RNA viruses isil RNA involved in post ipti gene silencing (PTGS) and therapeutic uses thereof Bl Ful Text &
By Tenoever, Benjamin R.
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=] 1 Method for identification of MCAK and other p53 target genes useful for therapeutic intervention in cancer [ Full Tex .+
Zilfou, Jack

From 04 ot A, P, (2011}, US 20110313021 A1 20111222, | Lan Engish, Database: CAPLUS ~o @&

rom i nguage: Engls ublication Year

The present invention discloses an RNAi-based method in Murine Embrya memasts (MEFS) to rapidly identify crit. p53 target genes involved in the pS3-mediated cell
death. This method is based on the inventor's observation that a very small amt. of p53 (residual p53) can induce pS3-mediated cell death in the MEFs stably expressing ~ Language
oncogenes (MEFs stably expressing certain oncogenes undergo pS3-dependent cell death). The present inventor found that residual pS3 regulates a unique set of genes © Database
compared to wild type pS3. The common genes regulated by both wild type and residual ps3 represent the crit. subset of genes important for p53-mediated cell death.

The genes in this subset are prioritized by selecting p53-repressed enzymes, whereby said enzymes are overexpressed in human tumors lacking functional pS3. Other p53
targets that are equally modulated by WT and residual p53 may also represent key target genes for therapeutic intervention. MCAK (mitotic centromere assocd. kinesin)
represents an example of an enzyme repressed by both WT p53 and residual p53, and thus is probably an important component of the pS53 network. It was found that p53
represses MCAK expression in MEFs and various human cancer cell lines, and that expression levels of MCAK correlate to pS3 status (whereby cells with high levels of MCAK
will often be either deficient for p53 or contain a compromised p53 gene). This finding demonstrates that the crit. p53 target genes found in the MEFs are also important in
human cells, The present invention discloses that suppression of MCAK in pS3-deficient cells, which overexpress MCAK, can cause selective cell death of said cells. Said o

Research Topic

suppression can occur via utilization of RNAI techniques to reduce expression of MCAK gene, or via utilization of an inhibitor of the MCAK protein. MCAK is one example of I
the numerous crit. genes discovered or can be discovered utilizing this method. These genes represent crit. genes for therapeutic intervention to treat a variety of dairy products
human diseases.
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The present invention discloses an RNAi-based method in Murine Embryo Fibroblasts (MEFS) to rapidly identify crit. p53 target genes involved in the ps3-mediated cell
death. This method is based on the inventor's observation that a very small amt. of p53 (residual pS3) can induce p53-mediated cell death in the MEFs stably expressing
oncagenes (MEFs stably expressing certain oncogenes underga p53-dependent cell death). The present inventor found that residual p53 regulates a unique set of genes
compared to wild type p53. The common genes regulated by both wild type and residual p53 represent the crit. subset of genes important for p53-mediated cell death.
The genes in this subset are prioritized by selecting p53-repressed enzymes, whereby said enzymes are averexpressed in human tumars lacking functional p53. Other p53
targets that are equally modulated by WT and residual p53 may also represent key target genes for therapeutic intervention. MCAK (mitotic centromere assocd. kinesin)
represents an example of an enzyme repressed by both WT pS3 and residual p53, and thus is probably an important component of the p53 network. Tt was found that p53
represses MCAK expression in MEFs and various human cancer cell lines, and that expression levels of MCAK correlate to pS3 status (whereby cells with high levels of MCAK
will often be either deficient for p53 or contain a compromised p53 gene). This finding demonstrates that the crit. pS3 target genes found in the MEFs are also important in
human cells. The present invention discloses that suppression of MCAK in p53-deficient cells, which overexpress MCAK, can cause selective cell death of said cells. Said
suppression can occur via utilization of RNAI techniques to reduce expression of MCAK gene, or via utilization of an inhibitor of the MCAK protein. MCAK is one example of
the numerous crit. genes discavered or can be discovered utilizing this method. These genes represent crit. genes for therapeutic intervention to treat a variety of
human diseases.
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[ 1. Delivery of RNA interferer| Citing References.
By Mancharan, M, Publication ear
From Pacifichem 2010, International Tile Pacific Basin Societies, Honolulu, HI, United States, December 15-20, 2010 {2010), BIOL-790. | Language: English, Database: CAPLUS
Therapeutics based on RNA interference (RNAI), a naturally occurring cellular mechanism of gene regulation, represent a potential new class of drugs for achieving
potent and selective inhibition of any mol. target of interest, including targets that are difficult to inhibit selectively with small mols. or proteins. Small interfering RNAs
(siRNAs) are synthetic, double-stranded RNA oligonucleotides that harness the RNAi machinery to down-regulate gene expression of the intended target and reduce levels
of the corresponding protein. Several siRNAs are currently in clin. trials and many others are being developed. An account of biol. challenges and chem. strategies in
discovery, delivery, and development of of RNAI therapeutics will be presented.
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[ 2. synthesis, physicochemical and biological properties of oligonucleotides incorporated with amino-isonucleosides [ Full Text

By Wang, Fang; Chen, Yue; Huang, Ye; Jin, Hong-Wei; Zhang, Liang-Ren; Yang, Zhen-Jun; Zhang, Li-He

From Science China: Chemistry (2012), 55(1), Language: English, Database: CAPLUS
Antisense oligonucleotides (ASONs) and siRNAs have been applied extensively for the regulation of cellular and viral gene expression, and RNAI is currently one of the most
premising new approaches for anti-tumor and anti-viral therapy. In order to improve bioactivity properties and physicochem. properties of siRNA, we synthesized a novel
class of ASONs TFVI incorporated with amino-isonucleoside (isopA 1 and isoA 2 ) for investigation on basic physicochem. properties. Then we designed amino-
isonucleoside (isoA 1, isoA 2 and isoT 1) incorporated siRNA 2-7. Some meaningful results have been obtained from the physicochem. property expts. in ASONs. In
RNAI potency expts., we investigated RNAI potency of each strand of the siRNA. These amino-isonucleosides incorporated siRMAs showed promising bioactivity properties
and had position specificity. Reduced off target effect from sense strand loading in siRNA application was obsd.
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Display:
[C] 1. Duplexes of 21-nudeotide RNAs mediate RNA interference in cultured mammalian cells B Ful Text

By Elbashir, Sayda M.; Harborth, Jens; Lendeckel, Winfried; Yaldn, Abdullah; Weber, Kaus; Tuschl, Thomas

From Nature (London, United Kingdom) (2001), 411{6836), 494-493, | Language: English, Database: CAPLUS
RNA interference (RNAI) is the process of sequence-specific, post-transcriptional gene silencing in animals and plants, initiated by double-stranded RNA (dsRNA)
that is homologous in sequence to the silenced gene. The mediators of sequence-specific mRNA degrdn. are 21- and 22-nucleotide small interfering RNAS (siRNAS)
generated by RNase III cleavage from longer dsRNAs. Here wie show that 21-nucleotide siRNA duplexes specifically suppress expression of endegenous and heterologou
genes in different mammalian cell lines, including human embryonic kidney (293} and Hela cells. Therefore, 21-nuclectide siRNA duplexes provide a new tool for
studying gene function in mammalian cells and may eventually be used as gene-specific therapeutics.

[£] 2. Therapeutic silencing of an endogenous gene by systemic administration of modified SiRNAs [ Full Tedt

By Soutschek, Juergen; Akinc, Akin; Bramlage, Birgit; Charisse, Klaus; Constien, Rainer; Donoghue, Mary; Elbashir, Sayda; Geick, Anke; Hadwiger, Phiipp; Harborth, Jens; et al

From Nature (London, Urited Kingdom) (2004), 432(7014), 173-173. | Language: English, Database: CAPLUS
RNA interference (RNAI) holds considerable promise as a therapeutic approach to silence disease-causing genes, particularly those that encode so-called 'non-
druggable' targets that are not amenable to conventional therapeutics such as small mols., proteins, or monoclenal antibodies. The main obstacle to achieving in vivo
gene silencing by RNAI technologies is delivery. Here we show that chem. modified short interfering RNAs (siRNAs) can silence an endegencus gene encoding
apolipoprotein B (apoB) after Lv. injection in mice. Administration of chem. modified siRNAs resulted in silencing of the apoB mRNA in liver and jejunum, decreased
plasma levels of apoB protein, and reduced total cholesterol. We also show that these siRNAs can silence human apoB in a transgenic mouse model. In our in vivo study,
the mechanism of action for the siRNAs was proven to occur through RNAI-mediated mRNA degrdn., and we detd. that cleavage of the apeB mRNA occurred specifically at
the predicted site. These findings demonstrate the therapeutic potential of siRNAs for the treatment of disease.
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Despite the success of antiretroviral drugs in decreasing AIDS-related mortality, a substantial fraction of HIV-infected patients experience therapy failure due to the Mcswiggen James 88
emergence of drug-resistant virus variants. For durable inhibition of HIV-1 replication, the emergence of such escape viruses must be contralled. In addn. to antiretroviral —_——————
drugs, RNA interference (RNAi)-based gene therapy can be used to inhibit HIV-1 replication by targeting the viral RNA genome. RMNAi is an evolutionary conserved Vaish Narendra K 82
gene silencing mechanism that mediates the sequence-specific breakdown of the targeted mRNA. Here we investigated an alternative strategy combining the activity of a [
protease inhibitor (PT) with second-generation short hairpin RNAS (shRNAS) designed to specifically block the emergence of PE-resistant HIV-1 variants. \We demonstrate that Quay Steven C a1
dominant viral escape routes can be effectively blocked by second-generation shRNAs and that virus evolution can be redirected toward less-fit variants. These results are of e =
importance for a deeper understanding of HIV-1 evolution under combined drug and RNAI pressure and may be used to design future therapeutic approaches. Ahmadion Mohammad 80
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[ 1. Directed HIV-1 evolution of protease inhibitor resistance by second-generation short hairpin RNAS [ Full Text

By Schopman, Nick C. T.; Braun, Anja; Berkhout, Ben

From Antimicrobial Agents and Chematherapy (2012}, 56(1), 479-486. | Language: English, Database: CAPLUS
Despite the success of antiretroviral drugs in decreasing AIDS-related mortality, a substantial fraction of HIV-infected patients experience therapy failure due to the
emergence of drug-resistant virus variants. For durable inhibition of HIV-1 replication, the emergence of such escape viruses must be controlled. In addn. to antiretroviral
drugs, RNA interference (RNAi)-based gene therapy can be used to inhibit HIV-1 replication by targeting the viral RNA genome. RMAI is an evolutionary conserved
gene silencing mechanism that mediates the sequence-specific breakdown of the targeted mRMA. Here we investigated an alternative strategy combining the activity of a
protease inhibitor (PT) with secand-generation short hairpin RNAs (shRMAs) designed to specifically block the emergence of Pl-resistant HIV-1 variants. We demonstrate that
dominant viral escape routes can be effectively blocked by second-generation shRNAs and that virus evelution can be redirected toward less-fit variants. These results are of
importance for a deeper understanding of HIV-1 evolution under combined drug and RNAI pressure and may be used to design future therapeutic approaches.
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From Antimicrobial Agents and Chematherapy (2013), 56(1), 473-436. | Language: English, Database: CAPLUS
Despite the success of antiretroviral drugs in decreasing AIDS-related mortality, a substantial fraction of HIV-infected patients experience therapy failure due to the
emergence of drug-resistant virus variants. For durable inhibition of HIV-1 replication, the emergence of such escape viruses must be controlled. In addn. to antiretroviral
drugs, RNA interference (RNAi)-based gene therapy can be used to inhibit HIV-1 replication by targeting the viral RNA genome. RNAI is an evolutionary conserved
gene silencing mechanism that mediates the sequence-specific breakdown of the targeted mRNA. Here we investigated an alternative strategy combining the activity of a
protease inhibitor (P} with second-generation short hairpin RNAs (shRNAs) designed to specifically block the emergence of PI-resistant HIV-1 variants. We demonstrate that
dominant viral escape routes can be effectively blocked by second-generation shRNAs and that virus evolution can be redirected toward less-fit variants. These results are of
importance for a deeper understanding of HIV-1 evolution under combined drug and RNAI pressure and may be used to design future therapeutic approaches.
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Despite the success of antiretroviral drugs in decreasing AIDS-related mortality, a substantial fraction of HIV-infected patients experience therapy failure due to the
emergence of drug-resistant virus variants. For durable inhibition of HIV-1 replication, the emergence of such escape viruses must be controlled. In addn. to antiretroviral
drugs, RNA interference (RNAi)-based gene therapy can be used to inhibit HIV-1 replication by targeting the viral RNA genome. RMAI is an evolutionary conserved
gene silencing mechanism that mediates the sequence-specific breakdown of the targeted mRMA. Here we investigated an alternative strategy combining the activity of a
protease inhibitor (PT) with second-generation short hairpin RNAs (shRMAs) designed to specifically block the emergence of PI-resistant HIV-1 variants. We demonstrate that
dominant viral escape routes can be effectively blocked by second-generation shRNAs and that virus evolution can be redirected toward less-fit variants. These results are of
importance for a deeper understanding of HIV-1 evolution under combined drug and RNAI pressure and may be used to design future therapeutic approaches.
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Despite the success of antiretroviral drugs in decreasing AIDS-related mortality, a substantial fraction of HIV-infected patients experience therapy failure due to the
emergence of drug-resistant virus variants. For durable inhibition of HIV-1 replication, the emergence of such escape viruses must be controlled. In addn. to antiretroviral
drugs, RNA interference (RNAi)-based gene therapy can be used to inhibit HIV-1 replication by targeting the viral RNA genome. RNAI is an evolutionary conserved
gene silencing mechanism that mediates the sequence-specific breakdown of the targeted mRNA. Here we investigated an alternative strategy combining the activity of a
protease inhibitor (PI) with second-generation short hairpin RNAs (shRNAs) designed to specifically block the emergence of PI-resistant HIV-1 variants. We demonstrate that
dominant viral escape routes can be effectively blocked by second-generation shRNAs and that virus evolution can be redirected toward less-fit variants. These results are of
importance for a deeper understanding of HIV-1 evolution under combined drug and RNAi pressure and may be used to design future therapeutic approaches.
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Despite the success of antiretroviral drugs in decreasing AIDS-related mortality, a substantial fraction of HIV-infected patients experience therapy failure due to the
emergence of drug-resistant virus variants. For durable inhibition of HIV-1 replication, the emergence of such escape viruses must be controlled. In addn. to antiretroviral
drugs, RNA interference (RNAi)-based gene therapy can be used to inhibit HIV-1 replication by targeting the viral RNA genome. RMNAI is an evolutionary conserved
gene silencing mechanism that mediates the sequence-specific breakdown of the targeted mRNA. Here we investigated an alternative strategy combining the activity of a
protease inhibitor (PI) with second-generation short hairpin RNAs (shRNAs) designed to specifically block the emergence of PI-resistant HIV-1 variants. We demonstrate that
dominant viral escape routes can be effectively blocked by second-generation shRMNAs and that virus evolution can be redirected toward less-fit variants. These results are of
importance for a deeper understanding of HIV-1 evolution under combined drug and RNAI pressure and may be used to design future therapeutic approaches.
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Therapeutics based on RNA interference (RNAi), a naturally occurring cellular mechanism of gene requlation, represent a potential new class of drugs for achieving
potent and selective inhibition of any mol. target of interest, including targets that are difficult to inhibit selectively with small mols. or proteins. Small interfering RNAs
(siRNAS) are synthetic, double-stranded RNA oligonucleotides that harness the RNAT machinery to down-regulate gene expression of the intended target and reduce levels
of the corresponding protein. Several siRMAs are currently in clin. trials and many others are being developed. An account of biol. challenges and chem. strategies in
discovery, delivery, and development of of RNAi therapeutics will be presented.
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Therapeutics based on RNA interference (RNAI), a naturally occurring cellular mechanism of gene regulation, represent a potential new class of drugs for achieving
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[F 1. Method for identification of MCAK and other p53 target genes useful for therapeutic intervention in cancer B Full Text .@

By Zilfou, Jack

From U.5. Pat. Appl. Publ. (2011), US 20110313021 A1 20111222, | Language: English, Database: CAPLUS ~0 (_S

The present invention discloses an RMAi-based method in Murine Embryo Fibroblasts (MEFS) to rapidly identify crit. p53 target genes involved in the p53-mediated cell
death. This method is based on the inventor's observation that a very small amt. of p53 (residual p53) can induce p53-mediated cell death in the MEFs stably expressing
oncogenes (MEFs stably expressing certain oncogenes undergo p53-dependent cell death). The present inventor found that residual p53 regulates a unique set of genes
compared to wild type p53. The common genes regulated by both wild type and residual p53 represent the crit. subset of genes important for p53-mediated cell death.
The genes in this subset are prioritized by selecting p53-repressed enzymes, whereby said enzymes are overexpressed in human tumors lacking functional p53. Other p53
targets that are equally modulated by WT and residual p53 may also represent key target genes for therapeutic intervention. MCAK (mitotic centromere assocd. kinesin)
represents an example of an enzyme repressed by both WT p53 and residual p53, and thus is probably an important component of the pS3 network. Tt was found that p53
represses MCAK expression in MEFs and various human cancer cell lines, and that expression levels of MCAK correlate to p53 status (whereby cells with high levels of MCAK
will often be either deficient for p33 or contain @ compromised p53 gene). This finding demonstrates that the crit. p53 target genes found in the MEFs are also important in
human cells. The present invention discloses that suppression of MCAK in p53-deficient cells, which overexpress MCAK, can cause selective cell death of said cells. Said
suppression can occur via utilization of RNAI techniques to reduce expression of MCAK gene, or via utilization of an inhibitor of the MCAK protein. MCAK is one example of
the numerous crit. genes discovered or can be discovered utilizing this method. These genes represent crit. genes for therapeutic intervention to treat a variety of
human diseases.
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From Molecular Cancer Therapeutics (2012), 11(1), 57-65. | Language: English, Database: CAPLUS

Inhibition of the Smoothened (Smo) represents a promising therapeutic strategy for treating malignant tumors that are dependent on the Hedgehog (Hh) signaling pathway. Pfizer Products Inc, USA

PF-5274857 is a novel Smo antagonist that specifically binds to Smo with a Ki of 4.6 = 1.1 nmol/L and completely blocks the transcriptional activity of the downstream gene
Glit with an IC50 of 2.7 + 1.4 nmol/L in cells. This Smo antagonist showed robust antitumor activity in a mouse model of medullablastoma with an in vivo 1C50 of 8.9 £ 2.6
nmol/L. The downregulation of Glit is closely linked to the tumor growth inhibition in patched+/- medulloblastoma mice. Math. anal. of the relationship between the drug's
phar and Gli1 phar y in patched+/- tumor models yielded similar tumor and skin Glil ICS0 values, suggesting that skin can be used
as a surrogate tissue for the measurement of tumor Glil levels. In addn., PF-5274857 was found to effectively penetrate the blood-brain barrier and inhibit Smo activity in
the brain of primary medulloblastoma mice, resulting in improved animal survival rates. The brain permeability of PF-5274857 was also confirmed and quantified in
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Pizer Ltd, UK

nontumor-bearing prediin. species with an intact blood-brain barrier. PF-5274857 was orally available and metabolically stable in vivo. These findings suggest that PF- Pfizer Inc
5274857 is a potentially attractive dlin. candidate for the treatment of tumor types including brain tumors and brain metastasis driven by an activated Hh pathway. Mol
Cancer Ther; 11(1); 57-65. Pfizer Global Research and

Development, UK
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Because of their unique properties, multipotent mesenchymal stem cells (MSCs) represent one of the most promising adult stem cells being used worldwide in a wide array Pfizer Cent Res, USA

of clin. applications. Overall, compelling evidence supports the long-tarm safety of ex vivo expanded human MSCs, which do not seem to transform

However, exptl. data reveal a link between MSCs and cancer, and MSCs have been reported to inhibit or promote tumor growth depending an yet undefined conditions. Ffizer Global Research 8
Interestingly, solid evidence based on transgenic mice and genetic intervention of MSCs has placed these cells as the most likely cell of origin for certain sarcomas. This Development, USA
research_area is_being increasingly explored to develop accurate MSC-based models of sar which_will_be valuable in_providing a_better
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. Yy r A A ) A S B 5582 Regulatory Information T
EYRES R, A

o T EFH[f) Get Regulatory Information #H5EHE

KiXEH SciPlanner

B BTk i & % %) SciPlanner.

XL SR B — N
(Link to)

FEP RS Lo, s
. THAF R Link A%,

REE/ P ENSNE7/ )i
SEHL)

YRR R RN b, s D T LTI RS B, M CAS
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T = e T
ferences @ Reactions #¢ °F Y W Cptnner i

Analyze by: &

e MWW

B

B.  ARERIMFFAEIRZMRILR.
C. ik,

AR S #AE:

A chemical name or CAS Registry Number is|v TEMFEARIRAT SCASHE N5 AL 44 FRERE CAS il 5 .

required.

Only 25 identifiers can be searched at one |p —IKIGRAFEALIHEIE 25 PMFRIRAT.

time.

5)  WIRRRELIR
o ORKBNENBER, mih SAARIPIRR I, BURR AT,
o BUIRIEOGERETR, W ARELIEAT SR 44T

3. 2. 3G

Riili Substance Detail W] AT B IZM R FELNG S, W)iic Il ARG T CAS Bid 5. Ah2agif.
TS RS SCERECE . SCHIRISTY . W TR e b 4

: Y Get 1 Get (v, Get Get -1 Send to

Substance Detail | peferences @ Reactions A Commercial Sources i Regulatory Info SciPlanner
Link Save  Print  Export

¥ Return
CAS Registry Number: 85721-33-1
Ci7 Hig F N3 O3
3-Quinolinecarboxylic acid, 1-cyclopropyl-6-fluero-1,4-dihydro-4- - u
oxo-7-(1-piperazinyl)- |
1-Cyclopropyl-6-fluoro-1,4-dihydro-7-(1-piperazinyl }-4-oxo-3- HH
quinoline carboxylic acid; 1-Cyclopropyl-6-fluoro-4-oxo-7- cozH
(piperazin-1-yl}-1,4-dihydroquinoline-3-carboxylic acid; BAY-q F

3939; Catex; Ciflafin; Ciprine; Cipro IV; Ciprobay 100;
Ciprofloxacillin; Ciprofloxacin; Ciprofloxacine; Ciprolet; Ciprolet
DS; Cipromed; Cipropol; Ciprovet; Ciproxim; Ciproxina; Cunesin;
Cyclofloxacin; Euciprin; Oftacifox; Procip; Quinox XR

Deleted CAS Registry Numbers: 178489-05-9, 189257-90-7,
1234562-12-9

nJ LU Save, Print, Export HITAFRIJEA M .

AL AR R SCRR A2 5 A7 RAZP) R BE 2D T A 2 L ARSI, ey v ) BASRAS
X R R SCHR o
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Nonspecific Derivatives Nonspecific Derivatives

CAS Role Patents Nonpatents from Patents from Nonpatents

Analytical Study v v v v

Biological Study v v v v

Combinatorial Study v

Formation, Monpreparative s s

Miscellaneous 's 's

Occurrence v v v

Preparation v 'a ' 'a

Process v v v v

Properties v v v v

Prophetic in Patents v v

Reactant or Reagent v v v

Uses v v v v

AR 2}
EYE RIS AL R AR C )
~ Bioactivity Indicators [l = Target Indicators [Ela
References References

Anti-infective agents (all) > Anti-infective agents 101 Apoptosis-regulating proteins (all) = Bcl-2 proteins 10
Anti-infective agents (all) >=> Antibacterial agents 2141 C-reactive protein 19
Anti-infective agents (all} >=> Tuberculostatics 121 Cytokines (all) >>> Interleukin 8 18
Anti-infective agents (all) == Antibiotics 3539 Cytokines (all) > Cytokines 12
Anti-infective agents (all) == Antimicrobial agents 649 Cytokines (all) > Interferons 21
Anti-infective agents (all) >>> Anti-HIV agents 29 Cytokines (all) >>> Interleukin 1p 21
Anti-infective agents (all) >=> Antiviral agents 158 Cytokines (all) > Interleukin 2 11
Anti-infective agents (all) >> Fungicides 254 Cytokines (all) > Interleukin 6 32
Anti-infective agents (all} = Disinfectants 164 Cytokines (all) == Interleukin 8 18
Anti-infective agents (all) >= Parasiticides 36 Cytokines (all) => Tumor necrosis factors 70
Anti-infective agents (all) >=> Antimalarials 40 DNA-binding proteins (all) >>= Transcription factor NF-kB 11
Anti-infective agents (all) >>> Protozoacides 30 DNA-binding proteins (all) >> Transcription factors 16
Anti-inflammatory agents (all) = Anti-inflammatery agents 227 Enzymes (all) > Coagulase 21
Anti-inflammatory agents (all) = Nonstercidal anti-inflammatory drugs 99 Enzymes (all) > DNA gyrases 244
Antitumer agents (all) = Antitumor agents 196 Enzymes (all) > DNA transposases 15
Cytoprotective agents (all) > Cytoprotective agents 26 Enzymes (all) >> B-Lactamase 1043
Hematologic agents >> Anticoagulants 38 Enzymes (all) =>=> Angiotensin-converting enzyme 30
Immune agents (pharmaceutical) = Allergy inhibitors 26 Enzymes (all) =>=> Adenosine triphosphatase 10
Immune agents (pharmaceutical) => Immunomadulators 56 Enzymes (all) =>= Alkaline phosphatase 12
Immune agents (pharmaceutical)} => Immunosuppressants 67 Enzymes (all) >>=>> CAMP phosphodiesterase 13
Immune agents (pharmaceutical)} => Vaccines 64 Enzymes (all) >>=>>>> Caspase-3 11
Matural products MD pharmaceutical 54 Enzymes (all) >>> Elastase 17
Nervous systemn agents (all) === Analgesics 66 Enzymes (all) = Integrase 26

Fim 44 7 (Predicated Properties)
BN Advanced Chemistry Development Inc. FTEEN.[ ACD/Labs B AFH&E ST . 54
PRI D o HEERE EH A S SR PR — 5 B S ZH8) «

Predicted Properties: Biological Chemical Density Lipinski and Related Spectra Structure-related Thermal

Biological Properties Value Condition Hote
Bioconcentration Factor 1.0 pH 1 Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH 2 Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH 3 Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH 4 Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH 3 Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH & Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH 7 Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH 8 Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH 9 Temp: 25 °C (37)
Bioconcentration Factor 1.0 pH 10 Temp: 25 °C (37)
Chemical Properties Value Condition Note
Koc 1.0 pH 1 Temp: 25 °C (37)
Koc 1.0 pH 2 Temp: 25 °C (37)
Koc 1.0 pH 3 Temp: 25 °C (37)
Koc 1.0 pH 4 Temp: 25 °C (37)
Koc 1.0 pH 5 Temp: 25 °C (37)
Koo 1.0 pH 8 Temp: 25 °C (37)
Koc 2.01 pH 7 Temp: 25 °C (37)
Kot 1.95 pH 8 Temp: 25 °C (37)
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Density Properties Value Condition Hote
Density 1.461=0.06 g/cm3 Temp: 20 °C Press: 760 Taorr (37)
Molar Volurme 226.7=3.0 cm3/mol Temp: 20 °C Press: 760 Torr (37)
Lipinski and Related Properties Value Condition Hote
Freely Rotatable Bonds 3 (37)
H Acceptors 6 (37)
H Donors 2 (3

H Donor/Acceptor Sum g 3
logP 1.625+0.831 Temp: 25 °C (3
Molecular Weight 331.34 (37)
Spectra Properties Value Condition Note
Carbon-13 NMR Spectrum See spectrum

Proton NMR Spectrum See spectrum

Structure-related Properties Value Condition Note
Folar Surface Area 72.9 A2 (37)
Thermal Properties Value Condition

Boiling Point 581.8+50.0 °C Press: 760 Torr

Enthalpy of Vaporization 91.50=3.0 kJ/mol Press: 760 Torr

Flash Point 305.6+30.1 °C

(37) Calculated using Advanced Chemistry Development (ACD/Labs) Software V11.02 (© 1994-2012 ACD/Labs)

(38) Predicted NMR data calculated using Advanced Chemistry Development, Inc. (ACD/Labs) Software V11.01 (© 1994-2012 ACD/Labs)

S 86 R (Experimental Properties)
Experimental Properties, x4 isEs i),

Experimental Properties: Biological Chemical Flow and Diffusion Lipinski and Related Spectra Structure-related Thermal

Biological Properties Value Condition

ADME (Absorption, Distribution, Metabolism, Excretion) See full text 1of 25

Half-Life (Biological) See full text 1of 16

LC50 See full text

LD50 See full text

Median Lethal Dose(LD50) 1165 mg/kg Organism: mouse Route: intraperitoneal

Median Lethal Dose(LD30) 1165 mg/kg Organism: mouse Route: intraperitoneal

Minimum Inhibitory Concentration See full text 1 of 366

Chemical Properties Value Condition

Acid/Base Dissociation Constant (Ka/Kb) See full text 10f 15

Dissociation Constant See full text

logP See full text 10f 13

Solubility See full text 10of 4

Flow and Diffusion Properties Value Condition

Hydrodynamic Radius See full text

Lipinski and Related Properties Value Condition

logP See full text 10f13

Spectra Properties Value Condition

Carbon-13 NMR Spectrum See spectrum

Carbon-13 NMR Spectrum See full text 1of3

Emission/Luminescence Spectrum See full text

IR Absorption Spectrum See full text 1 of 15

Structure-related Properties Value Condition

Crystal Structure See full text

Molecular Structure See full text l1of2

Particle Size See full text

*-Ray Diffraction Pattern See full text 1of2

Thermal Properties Value Condition Note
Enthalpy See full text (8)CAS
Entropy See full text (8)CAS
Gibbs Free Energy See full text (8)CAS
Melting Point 318 °C (18)CAS
Melting Faint 266.0 °C (19)CAS
Melting Point 206 °C (20)CAS
Melting Point 265-267 °C (decomp) (21)1C
Melting Point 261-263 °C (22)1C
Melting Point 258 °C (23)cAS
Melting Point 256-258 °C Solv: acetic acid (64-19-7) (15)CAS
Melting Point 255-257 °C (decomp) (24)1C
Melting Point 255-257 °C Solv: N,N-dimethylformamide (68-12-2) (25)CAS
Melting Point 225-257 °C (decomp) (26)HLM
Melting Paint 208-210 °C (4)cAS
Melting Point 187 °C Solv: chloroform (67-66-3); ethanol (64-17-5) (27)CAS
Melting Point See full text 1of 2 (28)1C
Thermal Analysis See full text 1of3 (34)CAS
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T

Carbon-13 NMR Spectrum Spectrum ID
UWCPD0002228

Print.

( Working Frequency
300 MHz

100

Solvent
Dimethy! sulfoxide-ds (2206-27-
1)

75
!

=0
L

Nucleus
13C

arbitrary units

Temperature

£
L

35°C

Source

s S §DS § 5 0B

B S sl S S Sl 5 Rl e
Wiley Subscription Services, Inc.
s)

CAS Registry Number: 85721-33-1 -

Ci7 Hig FN3 Oz

3-Quinolinecarboxylic acid, 1-cyclopropyl-6-fluoro-1,4-diydro-4-
oxo-7-(1-piperazinyl}-

»

225 3K

(1) Sekhon, B. S.; Journal of the Indian Chemical Seciety 2008, V85(2), P200-202 CAPLUS

(2) Li, Ping; Acta Pharmacologica Sinica 2004, V25(10), P1262-1266 CAPLUS

3) Holzgrabe, Ulrike; Magnetic Resonance in Chemistry 1994, V32(3), F192-6 CAFLUS

(4) Thumar, Nilesh 1.; Archiv der Pharmazie (Weinheim, Germany) 2011, V344(2), P91-101 CAPLUS

)} Mahapatra, Sudarshan; Crystal Growth & Design 2010, V10(4), P1866-1870 CAPLUS

) Sardehan, Tugba; Chemia Analityczna (Warsaw, Poland) 2009, V54(4), P629-642 CAPLUS

ang, Jian; Science in China, Series B: Chemistry 2008, V51(1), P31-40 CAPLUS

(8) Shareef, Kafia M.; Advances in Maritime and Naval Science and Engineering, Proceedings of the International Conference on Maritime and Maval Science and Engineering (MN '09), 2nd,
Brasov, Romania, Sept. 24-26, 2009 2009, P129-138 CAPLUS

Therien-Aubin, Heloise; Biomacromolecules 2008, V9(4), P1248-1254 CAPLUS

u, Cheng; Environmental Science and Technology 2005, V39(23), P9166-9173 CAPLUS
I-Mustafa, Jamil; Journal of Coordination Chemistry 2003, V56({2), P113-124 CAPLUS
Sanderson, Hans; Toxicology Letters 2009, V187(2), P84-93 CAPLUS

handil, Radha K.; Antimicrobial Agents and Chematherapy 2007, V51(2), PS76-582 CAPLUS
eravi, Majid M.; Journal of Chemical Research 2005, (9), P578-579 CAPLUS

Nozaki, Masakatsu; Ensho 1991, V11(4), P343-8 CAPLUS

anaka, Kazuhiko; Gifu Daigaku Igakubu Kiyo 1993, V41(5), P850-65 CAPLUS

rayne, M. Saeed; Medicinal Chemistry Research 2010, V19(8), P717-731 CAPLUS

Hughes, Laura D.; Journal of Chemical Information and Modeling 2008, V48(1), P220-232 CAPLUS
abibi-Yangjeh, Aziz; Bulletin of the Korean Chemical Seciety 2008, V29(4), P833-841 CAPLUS
rohe, Klaus; Liebigs Annalen der Chemie 1987, (1), P28-37 CAPLUS

Sanchez, Joseph P.; Journal of Medicinal Chemistry 1988, V31(5), P283-91 CAPLUS

ekhon, B. 5.; Journal of the Indian Chemical Society 2007, V84({12), P1205-1209 CAPLUS

¢ rohe, Klaus; DE 3142854 Al 1983 CAPLUS

(25) Ye, Faqing; Yaoxue Xuebao 2003, V38(4), P260-263 CAPLUS
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CAS Registry Humber: §5721-33-1
View Substance Detail

Explore by Structure 3
Synthesize this...

Get Reactions where Substance isa »
Get Commercial Sources

Get Regulatory Information

et References

Export as Image

Export as molfile

Send to SciPlanner

i Explore by Structure,

Chemical Structure
Markush Patents by Structure

Feactions

17 Get Reactions where Substance is a

Product

Reactant

Reagent
Reactant/Reagent
Catalyst

Solvent

Any Role

3.3 &9 EA: (Structure Editor)

3.3. 1 RGBTk

1)
2)

Explore
Substances

JS%in , DI R TR R S
R Click to Edite
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O SciFinder’ o l“ou

Welcome Catherine Li | Sign Out.

Explore Substances

Chemical Structure ¢
Markush
Molecular Formula

Substance Identifier Click to Edit

Characteristic(s) I™ Single component
I commercially available
™ Included in reference(s)

Class(es) & ™ Alloys ™ Mixtures

I Coordination compounds I Polymers

I Incompletely defined I” organics, and others not listed
Studies & ™ Analytical ™ Preparation

I™ Biological ™ Reactant or reagent

R WURVIRAE IS5 Mg s, w5 2L IRIRIR T4 JAVA 46

3) Gk DT .

¢ Structure Editor

j © Ta.n . k . ‘ " 6 @ ® Drawing Editor:

@ Structures
j ’ @ Draw or change atoms or bonds. Shortcut Keys
O Reaction

Atom Bhort Y
s Marlmsh
R\l» Kb (O Marlms
-X =R
(2 3

2

7
=
2

Get substances
that match
YOUr query
using:

O Exact search

P o
(I

Substructure
search

[

Similarity
< il ] Ed] search

HDSNP’ClBrF'Si Scal
=
Cj zllr=5mhm e B
0|0 oo™

m
r

(query)
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3. 3. 2 M GRIE B FIMI AR

3.3.2. 1 &5ygmiEa3s T B2 (Structure Editor Toolbar)

EROmxmanCdEF

TH Kl bR YiRe

B (New) FFJE BT B G5 A AR T o

SN (Import) o SALL L exf B mol RIS .

N (Add to T | [FTIFEI T, Wi AEARR ST (External Tdentifier) SCAHEIRS SMILES

Editor) ot InChT A4Fef, K MR AN N 28 i 25

S (Export) | RAE /T 850 Coexf B mol &) .
R
BRINRAAAE P AL H X~ (1 C: \Documents and Settings\gxr77), A LA
FE T OO T AE N IR B At ot

TRAT AR 0 PRAF TS50 0 F o SUBEAR

(Save As A LAYE Save As Template XJUEHE Ky H & AR & 47K

Template) R
1 MR LL. exf #RAFAZER MR H3% (C:\Documents and Settings\userid)
1] SciFinder ¥ H3& Fo
2 piah e TR AR T B IFFTIT F o OCRJemnT A A e X
TR o

FTEI (Print) P FIE YT E5H o FEFT RS UGAE Py n 5 A 70 MR k.

BIY) (Cut)

BIYIE A S BT B

52 (Copy) ST O R BL
Bl CPaste) | ] UMD 020 2 R b 0B .
R (Undo) | R | HCRHTBABAE. SRVEE A

PESE (Redo) | ] | BRAZAT 5 MR
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Jil# (Repaint) ¢ il B 22 el SR

H KT (Check ) Ry e S . A EBNIZAH P HITHE AR R

Overlaps)
ZHE = il iR SR E

(Preferences)

L (Preferences) Z¥k B34 AU EB5
FEERR (Clipboard). Bt (color). #ifyzeiill (structure drawing). T.H.%% (Toolbars).

1) KGEER (Clipboard) W LABEERIERR H 45 Ky U A% 2.

Formats
Colers ISIS/Draw™MDLE molfile
Structure Drawing
Toolbars Clipboard format always includes CIF

2) Pt (Colors) wJ LABEE 4 A4 m K AR B O € s Jit 7 R o



Cliphoard
Structure Drawing
Toolbars

Bond and Atom Colors

[ —
[ —

Highlight, Selection and Tracking

[ —
[ —
[ — ]

Bond Colar:

Atom Coler:

Highlight Celor:
Selection Color:

Tracking Color:

3) iR (structure drawing)

Cliphoard
Colors

Structure Drawing

Toolbars

Optiens

» B EN
] o B 1) K B

D Valeney checking
Use fixed drawing length

Standard bond length (nm):
[Vlilse fixed drawing sngles ——F

i 5 e 5 T £ £
L BRTHEEER
> ETNREFER

Node Display: |Show Symbol Except for Carbons V|

DPositifn mu'n}:lersA gﬁ&ﬁ?éﬁ%
Font Scaling: o

DIrawing angle (degrees):
I:‘Displsjr tooltips

DKeep selected windows open

Zoom Lewel:

4)  TH% (Toolbars) W] LA EHAR T 7 W i H 57
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¢ SciFinder

Common

Atoms

Cliphoard

Colors Click and drag the element from the periodic table to the "common atom bar™. This will

Structure Drawing

S T N

1

Li

B

Na
K

Rb

Cs

# 8 ¢ P& Rsn

Fr

replace the Element in the Common Atom Bar

]

E-I-

ﬁr.n

i -

i-d
T B

A
El

C HOSNPCEB F I Si

3.3.2. 2 iljYJ#X (Query Transfer Area)

K 2 TN S5k il s _E 10 AT 15 S U1 = ke R T
]

ﬂ]}ﬁ%ﬁ Drawing Editor:
Structure (¢ Structure
ﬁ]?ﬁ&i {" Reaction

. " Markush
Reaction
PIEER
Markush

K 222 T AR R 25 i il B 10 AT A R DD S A 3R T
]

R 2 TN S5k il s _E 10 EA 15 R DT Markush 45
eI

3.3.2. 3 KT EBE#M (Horizontal Tool Palette)

S lclH o

57 ==
(j .IIQH}D

= N

o ("

P ClB F | Si mmﬁ'ﬁi

e | g :::_:m iz

P G DS NTT) TR VAR e ARk e 2 <3 IR 1 N P NG O N T TR K 1>/ N B 7 T
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AR TH/HHR

A7 )R THE (Current Atom box) IC l

METEEWIME (Current Structure box)

T/ B4 (Carbon/Single Bond tool) o/

i FH IR~ [ (Common Atoms palette ) I? Hl ol Sl Nl P|CI|BT| Fl | |Si|

B (Bonds palette)

MARBEHIAR (Stereo Bonds palette) I [ T P I

~

W FHIAHIM (Common Rings palette) O Olo|o|™

ELHIHE (Scale box) Scalellcnj :_j

KAV LR AR P AR T B S e T
1) HErETHE  (Current Atom box)
HT IR T HE S g A g gy 22 B X R T A TEHE, © () SHERIA R E

B, Rt A AR R AR R 2 L
AR AE S AL BB B 1 PP R 1 fR 5
a) sk LT AR i T
b) FEAATIR THEABA AN PREEIEE L WA XIEH . R-FEPECE RE .
c) FEJRTIHL. PREESCI., RIARIRH] X S, R PR e TR A ey i

2)  HET4SHIME (Current Structure box)
YT G5 R HE A G5 K G 4B 2 22 PR DI 7 AR T o AE o HE P Sl T S5 M 25 I IR M w454
B IR AE 2 1 45 M RE b 2 /iy G54 1 7 1
a) LEH A S — N
b) A FHAEAR T H SR o

BRER: 4. TP GG B HE P SR AR BRI 2 Rt ©D

3) WHIRFIAR (Common Atoms palette )

N

TR HE RS HATER A REET A WAL R REPECE RE . AR R B bR 1 B2
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4)

5)

6)

7)

W D B S R G R 2 T DR R e st — 2B e A st
Vst R LA R SR TR ) P 5 0 NN I B
U ARARHR AR W AE AR R 5, D)

a) RS RGN A S BB E A R PSR AR T s TR R
b) AR T A

AR (Bonds palette)
TR T 7 T8 FH 7 TR T R 7 o

sk A PR Bl P LI — AN BTSSR I T d AN P Bl A by rh o BRESRINAT . B, XU,
AMEEH . BOABOE N, IEFHMEEE SRR I REERA CREE, XU =),

MR (Stereo Bonds palette)

ST AR RIS Sl 7S A A R G R 2 T VIR R 7
CIB RALN ZOR A

a) [ H )L AA L

b) I 5 AR L

) ) A SE AR

d) 1) R S AU

e) Ev Z JUAXUEE

5 FHERTAIAR (Common Rings palette)

W FH IR TR R 7N oy — L f i R

Jos PR NV v ] B i 0 B2 N v i i UV ST B 2 N3 N Y i 9w e RSB NS /S E 7 G N
PR 22 B LA

Kl br TH

EI KIA (Benzene tool)

Q I & 4E (Cyclohexane tool)

] N 4 (Cyclopentadiene tool)

E IRkt (Cyclopentane tool)

ﬂ 3-15 7CH (3-15 Member Ring tool)

FLWIHE (Scale box)
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EU B HE FH T8 3 P Il fy 5 g i s 2 ) S s R
BRINBEEAEL00% o FEAR Bon e, H AR LU BIHE P 4% FEnter, SRIGHIABTI LG %80] LLLE25%
2400% 2 7] A8 B A

ZKP T R 3
D) EFERERAE R AR
2)  IEFEMHEASL AR
3)  MEEL R AEMIELB
MGG D EUETIT, BN A SR U T IR

3.3.2. 4 }R& % (Status bar)

, ‘ .
Ics Hip (query) |72. 15 | |

FEACE TR T )7, IRA&S (Status bar) , fEREHFWN, =B iiFrg g m o5 3 0m o3
TH. BEITERL RN TN TR KA.

s PR B A B A A B R, T DA i B KR e ] DO I e oy I 2 ok ik B g 1
KN

3.3.2. 5 FEH T AMEM (Vertical Tool Palette)

e B T H R T4t i as 10 2o 3 BT H AR R RS S A S B2z i TR, A2l TRA— A
e FdL -

A VI T LR PO JRIRR, ki 2 b M 2
BT, T (922 1T L T A
il fEft 2Rk T o
X |=r
13 »
[]|&
1-4 [+
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gERal e MR (Structure or reaction searching) - WIHRGEUHTEME R R NER, EH
HHFRILLT 12 N2t T H AT .

Kl bR TH Kl b5 TH
/ e BBz
, (Pencil ) CERINIETID ‘V (Eraser)
Atom JR T short Pegee
> (Atom Menu) ‘ (Shortcut Menu)
B — AR
LN
Jo (Chain) (Template)
| N (Selection) E— (Lasso)
& ekt 9, B 41
—_ (Rotation) © (Flip Structure)
1 HL Ay 1 FL AT
- L =2 .
—_ (Positive Charge) SaN] | (Negative Charge)

ghify Bl s SSM FRER)

WEL R A2 T H AT

(Structure searching with SSM)

(Lock Rings)

%

Kb TH Kb TH
= AL X 36 . RJEL]
R (Variables (X Menu)) . (R—group)
[] AT L Q CIEISUEZ VAL
Lo (Repeating Group) g (Variable Attachment Position)
Wt e JR T8 e

(Lock Atoms)

RNEIE (Reaction search) - LUFHANRN T HHAERNAIZR Al H.

Kl bR TH Kl br TH
o | meme = 2R i
AB

e (Reaction Arrow) (Reaction Role)

1= JR TR N 3&‘ SR NA B AR
_— (Atom Mapping) —_— (Reaction Site Marking)

°§§ B REH]

a

(Functional Group)

- WA WSS R AR (SSMD
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T H (Pencil Tool)

FSRZ I AR . (R PRfisd. Al Asdb (XSER). RIER. BRERD Mg, #YE T RGAL
AT SR HE T E ) ARG B AR T AR TR AR T B

TR BUAZHIN C GO ABor. AT LALEG M9 4R 28 2 0B E 1 Structure Drawing > Options > Node
display TSI E,

2 R
1) AEH M IR BB 7R PREERESE . WA (X S, R-FEMEUE BE T H Ik HAE
75

2) AEFEHTHAMmR L, Al /
3) FEhrE TP AL E L E, R e Rl .

2RI ) T
1) FEREITRR SO ARSI IR SE B

2) fEFEH TAMmR L, Al 7
3) FEhRE TP AL E L, AT RIS, PO EITHR A, RIS IATT AR

4

< —» C gﬁ —»

B ISE G B AT A

AR B
1) JEFEANR I e .

2) AEEETRMER L, & /
3) KA ETOA R L (Smse o s, RJE e BT R e R .

FE AT R B
1) ERAIE .

2) AEMETHER L, R 7

3) KOLFRE T AL QN s 2
4) AZAL AR HEROCAR R PTHREAS, RJERATT RS BRI R BT i L
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BEET B (Eraser Tool)

R 4 (1 Jt - e

0T BT AR L, 'ﬁﬁil

FOUhr B TARZIMER B L (R iz st
TN B A A1 s BRI 3k o

Pyl =S BAEI
—/N A
il
AEE T HmR I, S .
HOCHRE TAUZEMBRA T8 L Q% SRR , AR el
12 R DA SR B v B A s
— N

B30, . SRR ILHY

AR | ER T RBGESE TR, fiDelete> SMER.

BEFREAETHE (Atom Menu Tool)

A i1 B T HORZ R A R T

J ik

D e TR L, S

Atom

Atoms

SRR A IR S,

X
1 18
B WA
E] 2 3 W 15 B 17 E]
| wa WA VA VA WA vEA
Bflc| n i]@
Ma)mo) & s o o vie o & (a]fsi]P) s ](c][~]
Sc|l Ti V|| Cr [| Mn)| Fe || Co || Mi || Cu ﬂ].@ _]
@ ¥ || Zr || MB || Me|| T || Ru (| Rh|| Pd || Ag _]E]HEE]@

HE || Ta|| W || Re|| Os|| Ir || Pt || Au _]....
[=a

2) PR R

TR BT TR R, B F Bk R

3) ROk E TAMLHENEETOA WAL (ZWRsmEREr) , RN SRR T2
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HRIESEEA T B (Shortcut Menu Tool)

PREESE I T T ] SR st e b G540 T i) — 800 o AT 59
1)Eﬁﬁiﬂﬁﬁi,ﬁﬁy?r%E%WT%%ﬂ%,
»

2) sl Tl e, Pkt

i Close-

3) ROEhRE TE g DEE TR R b (SR

EE:

Shortcut=s E|
'S Fun o gy [FI5 |1m2
T,  [Bui  nCghy |cHD |N'H3

Me Fu-s rCgly |CH HO,
e Fu-t CFy C@ICH; |on

Et 0Bu-rn  [CFg COH  [0POSH,
DEt 0Bu-i  |OCL, oK [DsogH
Prn  [0Bus  |CClg COSH  [POgH,
Fr-i 0Bu-t  [CBry LS |sH
0Fr-n  [Fh CEry CSSH |30,
OFr-i  [OFh CI, HH S0H

® UZl/TCEN, PREEHS AR .
® (AR T, PHERBIRBUEIRE, Wl v, FEPWERE S EA RV, R PREE
AN BEAE It B LA

miie PREEFEL B -

vE:
PREERF 5/ % | ERTS /B8 | DERF S /80K | SMERTS /K | IRGERT 5/ B FR
i

CH Bu—n (n-Bu) |o—C6H4 CI3 NH2

methyne n-butyl o—phenylene triiodomethyl |amino

CH2 Bu-i (i-Bu) m—-C6H4 CHO NH3

methylene iso—butyl m—phenylene formyl ammonia
CN (with

Me (CH3) Bu-s (s-Bu) p—C6H4 NO2
triple bond)

methyl sec—butyl p—phenylene nitro
cyano

OMe (MeO) Bu-t (t-Bu) |CF2 C(0)CH3 OH

methoxy tert—butyl difluoromethylene|acetyl hydroxyl
CO2H

Et OBu—n (n-Bu0) |CF3 0PO3H2
carboxy or

ethyl n-butoxy trifluoromethyl phosphate
carboxyl

SRR T TR FREI S BRI . BB, Y TR AR, A
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CooH

OEt (Et0) OBu-i (i-Bu0) |CCI2 0SO3H
carboxy or

ethoxy iso—butoxy dichloromethylene sulfate
carboxyl

Pr-n (n-Pr) |OBu-s (s—Bu0) |CCI3 COSH PO3H2

n—-propyl sec—butoxy trichloromethyl thiocarboxy phosphono

Pr-i (i—-Pr) |OBu-t (t—BuO) | CBr2 CS2H SH

iso—propyl tert—butoxy |dibromomethylene |dithiocarboxy |[mercapto

OPr—n

Ph CBr3 CSSH S02
(n—-Pr0)

phenyl tribromomethyl dithiocarboxy |sulfonyl
N—propoxy
OPr—i

OPh CI2 NH SO3H
(i-Pr0)

phenoxy diiodomethylene imino sulfo

iso—propoxy

T H (Chain Tool)

HET R hlgE, femnl 2l 252 79 s HE.
2R BIBER T

1) e T AT L, A,
2) WA E T LB NI . 2B B DA L B T2 L s
3) A BRI EE B T I K. R, B A B,
K716, AEL8BIE R 3% Shi £t
- - » N ~—— N /\\/

4

4) HEERR AT A B, AT bt BRI

25 PEAR T B (Template Tool)

SRR T T2 P el e SO 454 o
7k
1) R E TR, 5$| SR ERRCE 1, LAR T BRI

RIS



2)

3)

Templates

Templates
{E:] Steroid

{E:I S-containing
5O mm

{h Palycarbocyelice
{a O-containing
) Mucleic Acid
{E:] MS-containing
{E:] I-econtaining
{h Monocarbocyrclic
{h Misc

{h Cxcloalkane
{a Coordination

[F-7) Carbohydrate
0= n- 1 -

[

4 Template (s)

SRR SO, PP AR 454 o

Z5f]: Amino Acid, Glutamic Acid

Templates

{EJ Cweloalkane
{a Coordination
@ Carbohydrate
{E:I Bicarbocyclic
L3 Amino Acid
Dipeptide backbone
Serine

Glutamic Acid
Aspartic Aeid
Methionine
Glycine
Arginine
Threonine

=

123

HO 0

AR S5 s T 2 BT A ARE PP ORI B KR I o B TR A E B ik d
FELR I ity AR R 22 T Fe T o

EE:

AR 25 R ANRE N ) CA7 9 A e b, (AT DCRE YRR N 2R 25 44 L

bt P
Steroid:-* [ P 25 4
S—-containing-+* AR (S) g5 44
Rings gt
Polycarbocyclic:- EIN T SINAT 1A
O-containing:-: A (0) 450
Nucleic Acid--- AL




NOS-containing-** FARAWN L A 0) R (S) gt
N-containing--- TR (N) gt
Monocarbocyclice-* T LIRS

Misc--- B SRR
Cycloalkane gt
Coordination:-+ BCAr Ak & )2k
Carbohydrate--- kKA B W4k
Bicarbocyclic:-- XU TCHRIN 45 1)
Amino Acid--- RAEIR A1
Alkaloid PR H

User Defined H P HE i

#FET H (Selection Tool)

WP TH TRPERAG T S S5 Bl A2

Pk Fp i nT LA e 5l S sl

H )

# A

EFERART R

’ @ﬁﬁzﬁﬁﬁiﬁﬁLﬁl
0. b A S RGBT A e

o

LA XRS5 1

s SR TR RS B B T A R I 2 AE <Ctrl> or <Shift 4.
_Ejz%_

sy AL PG R AR HDR X RAEAE—DMHEN, IR S misd

W,

BB — A Prikxt 5

L. R CARTBAE P s BT AL E o
2. sy AR G L LR G 3 2B 0

B —AN iR %

T R, i,
0 5 B R T A S o

BB —APrikxt 5

HDelete> fit
-
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e LR T ELR
Ve AEFISTE] ( Cut) T, AFGAKE TRIRD.

B+ sk G R 2 B ) A T XA

Z&RTEH (Lasso Tool)

BR LA T@®FELN, Pridh gty gz s, Sl simbs .

H ) 238

TEPE—AN TR Y ;}
i L. FEAE T H b b A

2. TR ER T

e o
—— Lo GERE TR b AL, kRN T
2. i SREEJFAELHIRAGH F BUR IS, S0 %

BB S RATF Rl bR . BB 5 23 s R

Wah— Mg | 1. Reebn B RiE X,
% 2. sk, ARG, B 2RO E AT RS, A
BewRs sl 20 1A

ST o
" L A TR R, kR BRI T
il BRI R AR 200, 200 BB b

TR LR 2 FisE i o

o

e Tl
A b B 0 I 5 SR AR

TR — AN e S g
% 1. 7R BT H AR s MR AERIFE T

2. i FAEIFERN G BB RO, A0 G A
TFbr. Eh iy amEiR.

3. ¥ <Delete> .

- m®-

dE LR T U
VR AEFIITED ( Cut) TR, AABE TR




WUH LR s SR R v 1 A B X

e TE (Rotation Tool)

Jige T T AN A1 sadt it 7 1) A 45 A AT PR ) 7 BL
Jig el & ke s NT W FR) 7 i

V) Eﬁﬁiﬁﬁﬁi,ﬁﬁiil

2) RehRE TR R L i R

3) itk % AT B b B AN I - Bt i 15 ) g e o
4) HECRIETE T R TT Bbs 1L

s T A (Flip Structure Tool)

1)
2)
3)
4)

il ) UL T 0 e T S R e 4
L A R 1R T35

e KT TR b @,

FEOCRR B IEAAEN R f S m b, mide A <Ctr D>+ B ey Al
Macintosh™: [l <Shift>+Hid;
BN

a) H KR4

b) VKPR A

IEHfT T E (Positive Charge Tool)

IE AT TR A7 B AN AT
255 BTN IE LAy gD — AN A LT (K 5V

1)Eﬁﬁiﬁﬁﬁiﬁ$—fﬂo

2) Rt E T AT Bk, R T A mse s, IF LIERear g Bl 1 b
3) PR AR, ARSI IE LT

4) —MIERAT R, —ABLEIERAT R ot ATHOR T 10+, RS>
5) U A WERAATEOR 2, A SO T ER A L
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fimfr TE (Negative Charge)

g NP s e a0 w1 | R G ER
FEJG 5 EAS I A B> AN I A (8 5 7k

) ﬁﬁﬁzﬁﬁﬁ:ﬁﬁiﬂjo
) HORFEE T ABT Lk, B Ta s, IR s E T b,
3) WU ERE, ATERA A

A A, A BL S R i ATEUN To10, MR <

SRR AT AR R D AR T Ay T EOR B I A

AAAREF (X3EH) TE (Variables (X Menu) Tool)

AIARIER] (X328 THAF2hn 5.

B i«

o n[ARKLH (X 3EH) T HANAE WA AT R B AT R T H

e HiUKEH (Ak, Cb, Cy, Hy) AuJH TP oIfh i R-FEEE .
A AR SE I e i T ik

X
D midi Pl S EORBUR A AR5

¥Yariabhles r5_<|

I Any halogen

M Any metal

Any atom except H

Any atom except T or H

A
a
Ae  Any allerl chain

Cy  Any ecycle

Ch  Any carboeycle

Hy  Any heterwocyele

Close

R AR AL ] i RE UL

A B LLAMEAE T 1

Ak bR Ak AUCRIEREREE, CORREAR TR,
=

Ak BRI E .
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Ak ANET LIRS —AS Ak FE] (ARG R—JE [l 555 B F N Y AkD

—A Ak FEPIANRER 3 ek 3 AL RIES G, JEHRDH - ANERE C IR T
Cb =W Cb & Cy M8+ HAVEFEIR R T

VR Cb M Hy A HAHHEF .
Cy RN,

Cy REMEMER, ARAD. Aoy FSEEAERS. Cy 5 Cb Al Hy.
Hy {FR A, Hy & Cy P4 HE b & — AR IR 1.

VERE:  Hy 1 Cb HEWHAHHE .
M EEE)E.
Q ERAR T, BIBRREE 2 AT = T
X fFE X% (F, Cl, Br, I, At).

2) PR AR ISR R T A R R OO BN . BB F Bk SE
3) ROUhE TEMAEE N OA Y AL GRoia), JFad. ARSI ).

R-EHF T H (R-group Tool)

R=3 [ 5E SOOI HE

B

# B—grxoup Definitions r$_(|

Atom 2hort

» X X
RL = | |
R o= | IE
B s |
| |

| £

®  R-FL ALY G5 R 2R Bl s WA R A R
o FAJEM (Ak, Cb, Cy, Hy) ASuJHT-EArhaER ) R-FEH] .

(R VSRFS
H P (EVRFS
Ol R-FE

=R
L. Eﬁﬁiﬁﬁ*ﬁiﬁfﬁj, s R-3E [ E SORAEHE
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2. A{ERI= SCAHE N BT Ak 4]

- oW -

A AENIEAE N3 ] Atom, Short, K Variables (X Menu) EbnitfTik$e. &2 w]
A5 20 AN PSR P e ] AR A

B E i) R-FHEA (it R 23 WanAE M Jat 1 HE I F o BN
3. MR TR EAE H A R-HEA] .

ol RAEH | 1 R-ERHE SR P 5 AT R-SEA.
2. AR TR T O L (i) | il RSB bIsEH.
FEAEE T B AT 10 > R,

ESHEMFTE (Repeating Group Tool)

HL AT B P TR SR Rl T AT A — AN Al 29 . AL RE AT T HAE A A i 45 A T LA e s
IR R ] DO A B

2R R L (1 5 vk

N T LT AR i) — A R BRI AR, T Al Fr Wrf e — Mz BO R R X
SRR MR AR, WD R RCE e Ay AP R R PR .

2 P S T AR

mfm@iﬁ
LR FOR QA LU T AT R4
0O—CH,—CH, —N
0—CH,—CH, —CH,—N
0— CH, —CH, —CH,—CH, —N

R

D 2 MR E R S I A, XA SR AL A 2 AMRIRE S AT A Y m

2)%ﬁiiJ,%ﬁ%Zﬂ%,ﬁﬂﬁ%%&ﬁ%iﬁﬁ%ﬁﬁﬁﬁmr_hr__,EE¢%A$
S0 T

3 pt I B B T ) | R AR A A AR AN
TR, O A B R

4) AE From: Ml To:4b BENFEEEA(E, sidi OK.

HINGAP)EUME:  7F From: F1 To: HEP) &8N —/NIEEL
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R AR M :

RS R A KR R AAT L R A 2% AN VR EUR TSR R E: 0 -
20

Bhl 2 - 2 RATRNERRE; 2 - 3 WA,

Oy HEeflsen, M1 AT EOF Bas eIk
S&H

V. 25 RE AT 2R s WA 2R AN B T

A A

L BAME: 0 - 20

2. Jul:

" M From: 0 - 20

. 2 To: 1 - 20, KT From: FHIMH.
YHEGHRE I —ANEHE N, 57 RsFERAER.

245«

MH HO.C \f{[’[/ N\-Lg/
-4

R,
o
IZZ."I}‘C

2-3
5) HEREEPG RS, JF HERBENIRE:
6)  CAEFEMD FRE AR E RIS . ARSREEN: BERIEPIAT LI 28, GEL#ERD .
7) lSE KA I BT SR R BUR R

Rt BIREE RN (RDERE R LRI B D) Pehdr L MR

AR S A P - A BT BL T R
BB Single B Single
XU Double XU Double
=4 Triple —H Triple
Y148 A combination L7 5E Unspecified
T4 Unspecified T34 Unspecified

1B e el 2 bR AL AL ]

H i) #Ar
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oA T M ElJ
L. w4,
2. B AR R AR R S g b, . BRI R
T WS L, OF AT E R RS R,
3. BRI, Mt 0K
—jﬁéf—
Sk et K R A P Ak A At T R AT
HLY 3

1.
2.
3.

ﬁﬁ"L

s ERIEPRE S B E SR . ERILPIRIOY, YRR
— Eji%‘_

=9
| |

et

i

M ES AR S ESHE. EEEM R
¥ <Delete> i,

HE IO 1R RE

DRAF AT AL IR 25 4

st E N (Save As) {RAEN:

cexf - fREFTBIR EE RE A
mol  — A7 PR PR B EE I A

WA EAIE T H (Variable Attachment Position Tool)

1)
2)
3)

A ARSEREALE T AT
FA0E T R U T

KRR L I B Wi 2] — IR UIMERALE L.
— AN B AN UL W] AN E AT B ERE B2 PR AR BOAR TR Y R s

B il

® ERFIMMAR LA AR R 2 Ak 20 4.
o nARERAE TR T WA R AU N R, B WA R I B R IR E TR R

541

RIS A B A AT AR B AR NV
1) 2B BT WA SR FMA R
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Q

2) Eﬁﬁiﬂﬁﬁiﬁﬁ-iJ,%ﬁ%Zﬁﬁo

3) REEHURHEIE B M e —MER AR, I R — B, XA O (B
W SO E TR .

L ASERAT E LU FISE . LA B A O R AT 2L -

D HA LU R R
B R o DL AN S ORI e B R R
o AL (HEHED
a) LR
b) AR A
c) PREEHE
d) R-BEH CGirAT B IniZEED
e) H M
o A LIBEBUE Bl — D HUAR
o FVHEM KM 3R TR
IEEH B
o U AR R B — .
o HUAREEEN—/NRIARIE AT B A RS F T R R AR A I PR
A
o WURIEAREA Z TR RN AR IE AT &
A AR TR R ALE (BREFE) -

o —AMMESEITHEIASMA X, QalA.

o  AILIHFAE (Can be locked to further substitution) .

iiel]

o NRESEPLBEEE; nARIEHH Ak, Cb, Hy 8% Cy; —/MN&J@l T i
Mo

o AELILPIAREEFEERH T AR E B B 1 A

o ANARERATE M HURKEA R AL RS PR IE AT B AN PR R AL

o
ARV E I XL | o e ERE, ARERIE
ISR IE R R | UL W R R B — 3070, XA BEBEANSEIE R B SR AL R o
B . AU Z AR B XUEE, R TR

. S IR HTBEE e ST IR R B, KA B Y

. FEIEFE AT AR B T 2 i el

_j%‘_

. FERAIEBER 5, s e IR — B B
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. A LU S R 5
. A LR AR
4) (Al EE B MER S ARG SR DPOER BN E E

5) SEMAHILRIIF HIE AT 4k B NAR R

18 PSR AR A T

H:

BRAE:

WO — Sl ASE AT A

1. )ﬁ%l o .

2. A PR B TR AR A B AL RS b AR g
frEsEs s (UiEEL., B 5HEL .

3. ATIOH T R e i

BRI 2 A ARERAT B B hr s e nT AR B ) B 2k |,
e UGN .

_ W -

1. st M,

2. P P RV U 27 (VA= W O 11572 = D A T V7R
3. ¥ <Deletetit,

eI BB o

A ] AR R A

K Blbrsds Tl AR AL B ARy (BEEL . 258
HEZ) » PR se s
3. s R SE RO A T TR S O PR, U =BT
B

N =

el

R R AR R A BB AR AL B A O
{1 et

ﬁ%LEl

s P2z R R AT ARE AT B AR R 7> (S ATl
HEZR)
BB bR IC A A S B o

N =

Wl il ARE AT B AL S

=9

|
-l

1. Jags YRR
2. R IR L B AT R RIIA N T 2 i AR E b
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Hefe TH (Lock Rings Tool)

OE TR PR AR T AR Fh A IR 1

FEFHIABOE TH AT DUHERR L MR 2R 45 2R
® Ll F BUs A o3
o A G BIBA LR L

MATFUT 4 L. WA T RSB RE:
2 TEMATIME 2R _ER AP IR R R
i e rP B SOR A A 17 23

TR PR A 0 2 R A 38 e A 38 i) AGEE o

MAE TR 57k

H

BiE

BUE DI AR R, U
BELLE 5 A R o

L. E%W%ﬁ%ﬁmﬁﬁﬁﬁiiﬁ%L
2. L 7 o R N S SO R 1 VA
BIMER RS I R, RYICHBUE, A RER & BEEABEE IR .

figp- it FOehn BT BUE MR R BEE |, #di.

SRR R VPR ARG, BESR VIR A

FEFiE T E (Lock Atoms Tool)

Js B e T T BT A B AR AR

BRI 4f R (R BIE DR M A A A6 2R B S M ASE 2R T

BELLEAY s A R AR

1) AEFEH T HEAR i 7 8iE TH

W, rmmian T e R T

2) BN IIUEEIT R (R Bas) o JFdle W R B S L ASME. RBNZT SR

1R AR,

R TLBUE SN ARG I A ZamPERE (shorteuts ) BRUCHBIUE.
RS ROChR BT BUE MY R B Y RUR IR HER 2%, SRWIVUCT sl B SRV AR A
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3.4 KR

3. 4.1 8%

WRAEIIT M 7 %A1 SciFinder® Substructure Module (SSM)#ide, M
gkt R a3 LT =My

1) Kiffigi#) (Exact Structure )

2) W45ty (Substructure )

3) AL (Similarity )

TER: AR I SMM BEERINS, Wi S A A6 2 BRI A K 0 £ ¥ e 21 5 2
PLE =Fider Jr B X sk T

3. 4. 2 BB IR R (Exact research)

3.4.2. 1 %

U Ak re 4P ST

o OSSR A

o AR (AR 7 A1)

s PtEET

¢ A

¢ BATHhEY

o AR LS T

v Ffiz

¢ ITRREGHE AR S Y

WaEwR (B, RBEW. BEY. HE HARRUSERRE R .

Rt 2 R ks 8 A AR AN ELFE R 2 1) H A IR 2 A B B N A B S o RS A 5 A A R AN e i 8 T I
s WABEVCE W T AN iy RIEMSE. PR R AN L A, e BEAE S5 R b ANy 2 Y
AT
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[T 1. Preparation of substituted pyrroles and imidazoles as estrogen receptor ligands B rFull =
By Wennerstaal, Mattias; Loefstedt, Joakim; Wy, Yiongyu; Krueger, Lars; Hagberg, Lars
From PCT Int. Appl. (2011), WO 2011042477 A1 20110414, | Language: English, Database: CAPLUS

The title compds. I[G = pyrrole or imidazole moiety; R4-R7 = H, halo, CN, NO2, etc.], useful in the treatment or prophylaxis of a condition assocd. with a disease or disorder ~0
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assocd. with estrogen receptor activity, were prepd. E.g., a multi-step synthesis of I, starting from 4-methoxybenzoyl chloride and 3,5-dimethylisoxazol-4-amine, was given.
Exemplified compds. Iwere tested in estrogen binding assay and in transactivation assays 1 and 2 (data provided). Pharmaceutical compn. comprising the compd. Tis also

disclosed.

[T 2. 1,2,4-Triazolo[1,5-a]pyrimidine derivatives as pesticide and their preparation and use E FulTec é
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The invention relates to 1,2,4-triazolo[1,5-a]pyrimidine derivs. of formula I, which are used as pesticides. Compds. of formula I wherein R1 is (un)substituted alkyl; Het is i g‘*
substituted heterocycle group; and salts thereof, are claimed. Example compd. I was prepd. by condensation of 2-acetyl-4-trifluoromethylpyrimidine with N,N-
dimethylacetamide dimethylacetal; the resulting (E)-3-dimethylamino-1-(4-trifluoromethylpyrimidin-2-yl}-2-buten-1-one underwent cyclocondensation with 3-amino-1H-1,2,4-

trigzole to give compd. I All the invention compds. were evaluated for their pesticidal activity...

[T 3. Method for reducing blood pressure using inhibitors of plasma kallikrein B Ful Tet
By Feener, Edward P.; Clerment, Allen
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i) Q‘

The present invention relates to methods of reducing blood pressure in a subject by administering a plasma kallikrein inhibitor.

3.6 4T ZE Molecular Formula)

SciFinder’ sl LUEHI 47 R R LA

EE: 0 TR NAGERE KIP JEREhfE.

3.6. 1 3 FEAFN

TG E SRR K (Flt: C10 H8, il naphthalene) .
LEFAT TR AW, 95 LU R

(@]

JS - HOh T INAT AN AN HCT 1t A 2

(fitnr, € 02) .

ST RAEWES B (B, “CLI7R#E 7C LI7 4&"CL 179) , kil dnil X T L.

AP RICRAT S RS 2T RGP RO, AP RENS (B,

Fe) &

Ca,

TR S /BTN DI EZF S /B 2 BN . REETFZHN TN
FEARRATEMR . (i, €21 H26 N2 S2 Fil C21H26N2S2 #5 1] LLEESZ IR kS () Rk T )

2 oy 1
F 5% R L 20 23 BT

25451 C16 H32 C18 . 02. H3N

98



SRy R R s e 1 o 8

245 (C15 H10 N2 02 . C6 H14 03 . 3(C3 H6 0 . C2 H4 0)x)x

S 5K FOR G W TS A TTI A R R, RS M In— AN E L L n”.
2451 (C2 H3)n C14 H13 N4 02
A543 AT AT DUBCE — M U R . (i, 1/2) , BIREIRE "X,

2445 C2 H4 02 . 1/2 CI3 CA
(C8 H8 03 S)x . (C8 H8 03 S)x . x H3 N . x K

BT HRARNR G 1A 0 MR SR Y B SR S W2 4y 1o, $E AR E
SR X"

Z&45) (C2 H3)x
(C2 H4 . C Br F3)x

3. 6. 2 S FREL R L

1)
2)

3)

4)

‘Substa
¥: nces .
FEE T HA A o RLRP T T E 7R o

TEW) TS 2R DL T b1k B 531 Uk & Molecular Formula.

Explore Substances

Molecular Formula &

Substance Identifier

764> 12 Molecular Formula i AHER, BTN, S0 T AR .

Explore Substances

Molecular Formula <

Substance Identifier

Rt Search HHMTHI R o
WIRE R,

99



Get
References

| Get
@ Reactions

Send to

Substances 3 " Sciplanner

;\‘ Tools ¥

149 Substances 0 Selected

Select All Deselect All | Sortby:|CAS Registry Number = | 4

7 2. Substance Detail
1310356-88-7

7 1. Substance Detail
1333502-33-2

O
|| C2 Ha 02
HO— C— CH 3

C2 H2 D2 02
Acetic-2-d acid, labeled with deuterium

HO—CHz — CH— 0O

Acetaldehyde, 2-hydroxy-, labeled with carbon-13

Save Print Export
AnswersperPage [50]  12i3
view: 111
7 3. Substance Detail
1308294-81-6
1R ~1 [
1
a

O——CH— 0 CH,

C2Ha 02
Formic acid, methyl ester, labeled with carbon-11

. WA RZIRIE R,
L4 Hj?Etl
s it
A molecular formula is required. b LE TR SCAKE NN — 0 s

Formula is ambiguous. Add spaces between

elements and/or adjust capitalization.

Only 200 characters can be used.

Only letters, numbers, spaces, slashes (/),

parentheses, and periods can be used.

» AUEIA AT TR

5) WIARATRE R

o AEFFEGBEE, A
o WEEOGERA S, MRS Al TR AE

TS Mi4 (breadcrumb trail) R[EFZR U, B REH

100



FNE HERNAER

4.1 %R

£ SciFinder 1, HI/* Al RIS A L M bR KA ZARSE B, FFBEE P IAE S N 3P IR A €8 (s i)

WA PEAE R A ) o P R DU B B TR g7 T BAR R S WA R

AFEN XU E AR RS Y
gt

o U RN

o AIRE RN

el
o JHUHEREHFRR
o UUEBERIRIL AR R

FERE R A N SR, 17 ) A SR ol -

o THLEZINIT BRI SN
o SRR T O

o HEITRIRI TR

o EHIMAA N H A

o SUHH . H B AR N A R E

101



4.2 RV GG AS

“ Reaction Editor

r——_ T
% n . 8‘( E E AN c lL?I L Drawing Editoer:
o OStructLu'EE
/ & | (D) 0w or change stoms or bonds. -
@Reaction
ﬂm 3:?" 2 O Markush
» »
-X =R
» »
&
-~ &
L] p
1
¢ 03 Get reactions
o where the
structure(s)
@ @ are:
Variable
- % only at the
specified
1yl positions
%
Substructures
rclnc of more
W
2 = complex
< — J ? structures
c JclhoswPcaEF I S geale 100
P IR
7 ©|0 v o™ B
(query]

R MNESL T B (Reaction Arrow Tool)

SN Sk TR TR E NS5 5 1 YA

w L

ERMATA

SN/ 7K] (Reactant/reagent)
77¥) (Product )

FI B SOITAT [N 25 38 10 5 A1 B Tk

—
1) fEsEE THRIER E, ﬁﬁ?&ﬂ\?%"ﬁ%J

2)  ROhRE T S N A B R PR A

RYR 16 <9 F VA=W R LIPS F A (5 L

SN T A B0 B0 2R AT AT IS T Al BB S N A T RN 2 55, B o B A EAR R I 5 Sk A7
BHRRRE

102



AT A SN A 6 T H 20 B sl FC f e, Flln: #"Reactant/reagent” ) “Reactant, ”

“"Reagent,” BY “"Non-reacting.”

RN AE T E (Reaction Role Tool)

SN THH T Be s He e N2 5% (E5HsE RERD 78 N RS 1 A1
PN WG AN RN DI P S

—

D (e TRRER, A,
2) FOUHETRNZH5#FZ L (@EECA MO SR RE s OV iEHER .
3) RPN

a) Product ;=¥

b) Reactant N4

c) Reagent k7

d) Reactant or Reagent NV 4mliiz]

e) Any role (anywhere in the reaction) fE= A4

f) Non-reacting (functional groups only) AZhnN (LEREHI T HD

PR IC BoR E RN S 5 # T .
4) il oke

BN T E (Atom Mapping Tool)

Ji ot TR SO N/ 7 easkml /7 0 (R D58 o
T8 B0 N R 5 s

1 — 1

1) Eﬁﬁiﬁﬁﬁi,ﬁﬁjj

2) JCARAE N R IAE T

3) BOLRRE TEEMN RN ELGIT R b (S RsEEs) , e R R
4) KRR ETHER W R L (SRmis) , RJE sz s

JITE Y R BT 2 Y BUAR ] 0 K7

A RAAE SN PR ic 22 40 BT, X T4 /N S, AR MCE R A R

RNAIESRIE T E (Reaction Site Marking)

e A EAR L T T 0 N BRI TR W sl ae (g Ay XU A5
AR WP bRl 2. drid S S s BAA, JF HagiVE e .
IFANASRE AR TRk U pRr

103



1) Eﬁﬁiﬂ@&i,ﬁﬁ_kjo
2) bR R NARE TR A
RO E T NS HEHERNIEAR L, i, ey b B rREL LAEbRC.

‘HfeH T H (Functional Group Tool)

B HREH T HH T4 Wi 5 fe i
N E REHI 7%
che
b

1) e T AR b, i, 2 SR AR

2)  ME DJRFAH Terms displayed X IGEFE— ML,

3) EFAEREHIE R RER.

4) e D BR S Bn BT, SRR A

5) AECAKEPENJLATEE, BB R EsE Bonth Eael .

6) EREM] (BFIRTRILEKERERD SmmeBonE e dr, JF HA MRS BoREA L .

R T a v W CEOE Y (APE A i | E AN

HE: BTSSR, AN ERER] (Non—participating functional groups)
AL S WA B8 PP A 28 T I R S A A

4, 3 N =R E RN (Search from One Side of Reaction)

R

HLZR e T SR FRAR R S
o Y
o AR TIERIIN

WS HE U], A RERS RIS ML Sk TR D5

YIRS

® JUIRIA T HZ A

® i beRA TH, R RS B DO A L INEL iy, R AR EE 5

® il XSRHTHGEHE X:  Any halogen ALAT X J5U 1), (EMREEH LA HLT sl

o il AR E T H

® il KA X AR R IACA B o IR R AT B s 20 (. (R RIA A, B ] 2
LS

104



® il short, FEIAIGRE EZHI NH, sl N st 2 dl3A Je B No
® (R A, rih SN A O T R EEROE A, N O IRHERE S L, T BOE A
BN A

r

Eeaction Eoles Er

Select a role for the structure fragment:

7Y

Rt Orevran
ﬁﬁ?fU {:} reagent
S N e R () reactant/reagent
fEfTfA © ey rele

(cmea |

® LT, st OK, LRI r) RN an N BT R

“ Reaction Editor

G T = - 2
1:" '5”“ - %< E ’ ‘ﬂ M c @ o Drawing Editor:
/ ~ 7 Click a reaction participant. A list of roles appears. Ostructure
" v~ Click a reaction role and elick OK. .
@Reactlon
Atom  enort e’ ) Marlkush
» >
-X =R
» >
1-4 cl
~~ ]
L] $ >
k A\
W XK " /"
NH B
2. Get reactions
¢ Ol proshict where the
structure (s)
P @ are:
pr— Variable
Tt nl h
=+ A B orly at the
specified
1y positiens
%
Substructures
rclnc of more
e
el = complex
s J ? structures
t  |cHosnNPCEB F I S Scalel10 =
o N L aE
Olmgzzz, ==4s ,
© O\ojo ® BB

Formula not awvailable

PR TR AR 7 I RATAT— M R 71

(1) B RiEH TeE IS5 E (Variable only at the specified positions)

(2) B LZEER TR 454 (Substructures of more complex structures)

FEIXA ik (2) substructures of more complex structures, ridiffiiE, B SAKRIA

105



Explore Reactions

Reaction Structure  Reaction Structure ¥

Click image to change structure or view detail

Search type: % @ Allow variability only as specified
© Substructure

Solvent(s) & = Select Solvents

Non-participating < = Select Groups
Functional Group(s)

Number of Steps @
Examples: 2, 1-3, 1+ -3

Classification(s) & Biotransformation Electrochemical Radiochemical
Catalyzed Gas-phase Regioselective
Chemoselective Mon-catalyzed Stereoselective
Combinatorial Phatochemical

Source(s) @ Any source
© Patents only
© Sources other than patents

Py jon Year(s) &>

QAR PRI 2R TG, AT DA S () PR A T R -

. Solvents: WiIfE, ZHH 5

. Non—participating Functional Group(s): ~"NZ5 kN IKIE R4
«  Number of Steps: PRV P&

« Classifications: PRl 2K%A

Biotransformation A4tk Electrochemical H1/ k2% Radiochemical Jitdf{k2%~
Catalyzed 4k Gas—phase S #H Regioselective Xiafi#E
Chemoselective {h2FiE+% Non—catalyzed JofiEfb Stereoselective SAREFE
Combinatorial ZH& Photochemical Ytk 2%

. Sources: PR#EISRE
. Publication Years: BR#IH R

AEIERIT A, Al Search HEAT WA -

Display: Md &1 € &

® KrRAURMA I, AT LUm [ PRI FF 7 S AL 2R 1)

gikt.

[ oy i

Eﬂ*%ﬁ@iﬂﬁf)ﬁl*%&&?, i 25 78 73 HL A1) S N5

O iy @orm s,

2 | R A Overview (B4R RLG ) |

106



® FIRMMAHI I W AL, T ES . KR a Rt Flek ik = I R HE 8 (o SCERITAR)

i o [ gL S2rt bv: | Accession Number % s g 115 8 43 BITT A4 Accession number i

%5) . Experimental procedure (£ %525 i FE)  Number of steps (V%) . Product Yield (Y
#) ., Publication Year (HFIR) HKHF.

Reactions [ &% = 2 Toosw g Sendto

SciPlanner

4463 Reactions

0 Selected |

Save  Print  Expart

Br

kil

¥ Qverview

Select All Deselect All | Sortby: | Accession Number [~] ¥
Accession Number

[ 1. view Reaction Detail @& Number of Steps
3 Steps Hover over any struc Product Yield

Experimental Procedure

Publication Year

[7 2. view Reaction Detail @® Link
2 Steps Hover over any structure for more options.

Answers per Page [15]

123456..298
Dipby: Mk A © ©

® AN R R B RN, LARUbR 228 fiih N S BRI, AT S AT T2 b
R, BRitbz Ah, I Al BA A overview BEA TELN IR N4 I BRI

Br

3.2 R:NaOH,

3.1 R:LiAlHs, S:THF, S:Dioxane, rt; 4 h, 100°C

[T 1. View Reaction Detail @® Link
3 Steps Hover over any structure for more options.

CAS Registry Number: 1334419-91-
8

Export as Image
Preparation of indazole di
, SiH20 diseases Bl Full Text Export as molfile
By Gray, Mathanael et al
From PCT Int. Appl., 2011115, Send to SciPlanner

stages in any one step: 2

Bx
H View Substance Detail
+ e —_
e ¢l —c—orh e by St
L [Step 2.17 Explore by Structure 3
i Synthesize this...
&
Get Reactions where Substance isa »
v Overview
st /sta Not Get Commercial Sources
eps, ges otes
Get Regulatory Information
1.1 R:NzHa-H20, S:BuOH, overnight, 130°C; 130°C — rt Reactants: 2, Reagents: <
2.1 5:CsHs, 0°C; 4 h, 0°C Get References
2.2 Reta0 References

tion of kinase-mediated

® fifif] Experimental procedure HE/FJ5, M ATBLALdG “experimental procedure” #FFFENM

2 Steps Hover over any structure for more options.

ET

¥ Overview

¥ Experimental proce

[ 1. View Reaction Detail @ Link

m, P
S T — = [|'
wn i
B
F Y
dird
Step 1

Intermediate 26. 6-Bromo-3-fluore-4-nitro-1H-indazole. To a selution of 6-bromo-4-nitro-1H-indazole (5 g) in acetonitrile (50 ml) and acetic acid (10 ml) was added
Selectfluor (9.39 g). The resulting mixture was heated to 100 °C and stirred for two days. The reaction mixture was concentrated under vacuum. The residue was
dissolved in DCM and then filtered off. The sample was absorbed onto silica powder then solid loaded onto the companion where it was purified on a 120 g silica
column on a 0-100 ethyl acetate:cyclohexane gradient. The appropriate fractions were combined and concentrated to yield the title compound as an orange solid, 2
g. LCMS (Method B); Ry = 1 min, MH* = 258.

Step 2

Intermediate 28. 6-Bromo-3-fluoro-1H-indazol-4-amine. 6-Bromo-3-fluoro-4-nitro-1H-indazole (1 g) was dissolved in methanol (20 ml) and acetic acid (5 ml). A
small amount of solid remained that was removed by filtration. The resulting solution was pumped at 1.0 mi/min through an Omnifit column, which had been
packed with iron granules (30 g). The column was heated to 100°C via a Vapourtec R4 unit. Roughly 40 ml of solution was collected and evapourated to dryness to
form a black residue. The residue was dissolved in dilute HCl - some of the solid did not dissolve and was filtered off. The solution was basified and extracted with
ethyl acetate. Both layers were filtered through celite. The two layers were then separated and the aqueous phase extracted again with ethyl acetate. The
combined organics were washed with brine, dried over MgS0s, filtered and concentrated. The solid produced was then dissolved in DCM (10 ml) then loaded onto a
100 g silica column and purified on a 0-100% ethyl acetate:cyclohexane gradient. The relevant fractions were combined and concentrated to yield the title
compound as a yellow solid, 250 mg. LCMS (Method B) R; = 0.86 min, MH* = 230.
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Reaction Stages MNotes Yield
1 11 C pMeCgH 05, 5:PRMe 1t 100°C; 6 h, 100°c;  OPlimization study, optimized on - 82%
stoichiometry of reactants,
100°C =t solvent, catalyst, Reactants: 2, £
Catalysts: 1, Solvents: 1, Steps: 1,
Stages: 1
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Mew method for preparing fluconazale

By Song, Miaogen and YWang, Jinyin

From Farming Zhuanli Shenging, 101881683, 24 Nowv 2010

CASREACT & Copyright 2012 American Chermical Society. Al Rights Reserved. CASREACT contains reactions from CAS and from: ZICAJINITI
database (1974-1999) pravided by InfoChern; INPI data prior to 1986, Biotransformations database compied under the direction of Professor Dr. Klaus
Kieslich, organic reactions, portions copyright 1996-2006 John Wiley & Sons, Lid., John Wiley and Sons, Inc., Organic Reactions Inc., and Qrganic
Synthesis Ine. Reproduced under license. All Rights Reserved

Reaction Stages Notes Yield

2 1.1 R Disodiumn carbanate, C412008-61-1, 5:CH4Cly, 1 1, 12Nic liguid used (catalyst), 8%

optimization study, optimized on
it reaction time, Reactants: 2,

. B B o Reagents: 1, Catalysts: 1,
1.2t —35°C 20 h, 35°C; 35°C — 1t Solvents 1, Steps: 1, Stages: 7
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New method for preparing flucenazole

By Song, Miaogen; Wang, Jinyin
From Faming Zhuanli Shenging (2010}, CN 1018816383 A 20101124, Language: Chinese, Database: CAPLUS

The method comprises (A) reacting 1, 3-dibromoacetone with ethylene glycol in the presence of p-methylbenzenesulfanic
acid as catalyst in toluene to obtain 2 Z-bis(bromomethyl}-1,3-dioxolane; (B) reacting with 1H-1,2 4-triazole in the
presence of ion lig. and sodium carbonate (or potassium carbonate) to obtain 1,1-(2,2-dimethylene-bis-1H-1,2,4-
triazolyl}-1,3-dioxalane; (C) reacting with HCl soln. at 100°C for 24-36 h, isolating to obtain 1,3-his{1H-1,2 4-triazole-1-
yljacetone; (D) reacting 3 ,5-difluoro bromohenzene with magnesiumin THF in the presence of iodine to obtain Grignard
reagent, dropping the Grignard reagent into 1,3-his(1H-1,2 4-triazale-1-yl)acetone in THF, reacting and isolating to obtain
the fungicide fluconazole. The method has advantages of simple process and operation and low cost
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Optimization of the synthesis of 1H-1,2,4 triazole

By Chen, Si; ¥u, Li-ying; Yang, Ying-jie, Zhang, Jian
Fram Jilin Huagong Xueyuan Xuebao (2009), 26(3), 21-24. Language: Chinese, Database: CAFLUS

1H-1,2 4-triazole was synthesized from formamide and hydrazine hydrate. The effects of reactant ratio, reaction temp.,
reaction time and the choice of solvent in purifn. were studied in detail. The optimal reaction condition was as follows:
the product was prepd. from formamide and hydrazine hydrate (1/3 na:nh = 1.1 .5, that was reactant ratio = 2:1) at 185°
for 1.5 h. After washing with Et acetate for purifn. of crude praduct, the total yield was 82.35%, and m. p. was accardant
with the value referred in literatures. The structure of 1H-1,2 4-triazole had been confirmed by IR spectrum and
elemental anal
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