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Abstract: An unprecedented CuI–pybox-diPh-catalyzed
highly enantioselective (up to > 99% ee) alkynylation/lactam-
ization cascade has been developed as a general catalytic
system for the synthesis of diversely substituted isoindolinones
of immense biological importance. The cascade effects one C�
C and two C�N bond-forming events in one reaction vessel
under operationally simple, additive-free reaction conditions in
good to excellent yields. The methodology was further
extended to the synthesis of tetrahydroisoquinoline scaffolds
common to several biologically active natural products in
a two-step sequence with remarkable selectivity (up to
94% ee).

Enantiomerically enriched isoindolinones are an important
class of synthetically useful heterocyclic compounds
(Scheme 1, 1a–d) with an impressive diversity of biological
activity. Their biological potential is evident from observed
antihypertensive,[1] antipsychotic,[2] anti-inflammatory,[3] anes-
thetic,[4] antiulcer,[5] vasodilatory,[6] antiviral,[7] and antileuke-
mic[8a] activity. Some of these compounds show platelet-
aggregation-inhibitory activity.[8b] A few isoindolinones were
also found to induce dose-dependent p53-dependent gene
transcription in MDM2-amplified SJSA human sarcoma cell
lines.[9] Furthermore, these compounds are also useful in the
synthesis of various drugs[10] and complex natural products.[11]

On the other hand, tetrahydroisoquinoline rings exist widely
in alkaloids and their derivatives (Scheme 1, 2a–c),[12] which
display numerous types of biological activity. Although a few
elegant approaches to these targets have been reported, there
is no evidence of a straightforward synthesis of isoindolinones
and tetrahydroisoquinolines (THIQs) by a unified strategy
from simple and readily available starting materials.

Prominent examples of asymmetric approaches to iso-
indolinone synthesis involve the resolution of racemates,[13] an
intramolecular Heck cyclization,[14] an asymmetric Diels–
Alder approach,[15] the ring-closure of chiral hydrazones,[16]

reactions of chiral acyliminium ions,[17] and a chiral-append-
age-mediated carbanion method.[18] On the other hand,
syntheses of enantiomerically enriched THIQs involve vari-
ous diastereoselective processes[12,19] and catalytic enantiose-
lective processes. The latter include the ruthenium-catalyzed
hydrogenation of preformed N-alkyl enamides and N-alkyl
imines,[20] the copper-catalyzed allylation of cyclic imines[21]

and terminal alkynes to give isoquinoline iminium ions,[22] and
palladium-catalyzed intramolecular allylic amination.[23]

In pursuit of a practical and efficient approach to
enantiomerically enriched isoindolinones and isoquinoli-
nones, we envisaged a modular route involving an enantio-
selective copper(I)-catalyzed one-pot alkynylation/lactamiza-
tion[24, 25] cascade of readily available o-formyl methyl ben-
zoates 3 and o-formyl methyl arylacetates 7 (Scheme 2). We

Scheme 1. Selected isoindolinones and tetrahydroisoquinolinones
1 and 2.

Scheme 2. Proposed copper(I)-catalyzed alkynylation/lactamization
cascade.
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delineate herein the first example of a copper(I)-catalyzed
alkynylation/lactamization cascade with an exceptionally high
level of enantioselectivity.

At the outset, we studied several potential catalysts to
ultimately identify the most efficient catalytic system for this
transformation (Scheme 3). As a model system for the
synthesis of isoindolinone derivatives, we initially carried
out the copper(I)-catalyzed alkynylation/lactamization cas-

cade with methyl 2-formylbenzoate (3a), aniline, and phenyl-
acetylene in the presence of CuI–4a–j (10 mol%) in chloro-
form at room temperature under an inert atmosphere. We
found that CuI complexes of oxazoline and bisoxazoline
catalysts, that is, CuI–4a–f (Scheme 3) either did not promote
this reaction or furnished 5a in low yields with low
enantioselectivity (see the Supporting Information for
details). However, the CuI complex of iPr-pybox, CuI–4g,
afforded isoindolinone 5a in 60% yield with 42 % ee.
Following extensive optimization, we found that the alkyny-
lation/lactamization cascade occurred efficiently in the pres-
ence of 10 mol% of CuI–pybox catalysts with gem-diphenyl
groups (ligands 4h–j), that is, CuI–4h–j, to afford 5a in 92, 87,
and 89% yield with 93, 86, and 88 % ee, respectively. By brief
solvent screening with the most effective ligand, 4 h, we found
chloroform to be the best solvent in terms of both yield and
enantioselectivity. Temperature studies indicated that the
product was obtained in good yield with excellent enantio-
selectivity when the reaction was conducted at 0–25 8C.
Lowering of the catalyst loading to 5 mol% led to slower
reaction rates. Interestingly, the product was also formed with
high enantioselectivity (91% ee) when CuII–iPr-pybox-diPh
(CuII–4h) was used as the catalyst (see the Supporting
Information for details).

A close inspection of the scope and limitations of the
reaction under the optimized conditions with various amines
(Scheme 4) revealed that aromatic amines containing elec-
tron-donating groups gave the desired isoindolinones 5. For
example, the use of 4-methoxyaniline afforded isoindolinone
5c with 97 % ee (90% yield). Such N-aryl substituents with
electron-donating groups could be oxidatively cleaved to
access unprotected isoindolinones. The reaction with an
aromatic amine bearing an ortho substituent was sluggish
and furnished product 5 b with a lower ee value. In the case of
the less nucleophilic amine CbzNH2,

[26] we did not obtain the
desired product. Instead, the starting 2-formylbenzoate 3a
and CbzNH2 were isolated in 70–79% yield. However, in the
case of more basic benzylamine, the reaction led to a multi-
tude of TLC spots, thus indicating the requirement of
selective amines in the alkynylation/lactamization cascade.
We investigated the scalability of the reaction on a gram scale
with 3a (1.0 g), aniline, and phenylacetylene, under which
conditions we obtained 5a with 92 % ee (48 h, 87 % yield).

With aniline and p-anisidine as amines of choice, the
alkynylation/lactamization cascade was further extended to
a variety of terminal alkynes (Scheme 5). A wide range of
terminal alkynes bearing an aromatic ring or an aliphatic side
chain could be used under the optimized conditions to obtain
enantiomerically enriched isoindolinones with good to excel-
lent enantioselectivity. Notably, terminal alkynes with aro-
matic rings containing both electron-donating and electron-
withdrawing groups afforded products 5j–o with high enan-
tioselectivity (up to > 99% ee). Even with aliphatic terminal
alkynes, the process afforded products 5p–u with ee values in
the range of 82–90%. The reaction was also highly efficient
when electron-rich p-thiomethoxyphenylamine used as the
amine component; in this case, isoindolinone products 5 x and
5y were obtained with 90 and 98 % ee, respectively.

Next, we explored the scope of the reaction with a variety
of methyl 2-formylbenzoates, 3b–i (Scheme 5). Methyl 5-
bromo-2-formylbenzoate (3b) was transformed into product
6a in 63% yield with 73% ee. In the case of the 5-phenyl-
substituted aldehyde 3c, isoindolinones 6b and 6c were

Scheme 3. Optimization studies with various ligands 4a–j.

Scheme 4. Optimization with various amine components. Bn = benzyl,
Cbz= carboxybenzyl.
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obtained in 85 and 87 % yield, respectively, with up to 97% ee.
Evidently, an electron-withdrawing group at the para position
with respect to the aldehyde functionality (substrates 3d,e)
hampers the formation of isoindolinones. We could only
isolate 6 d and 6 e in 83 and 91% yield with 94 and 95 % ee,
respectively, thus indicating the less nucleophilic nature of the
secondary aromatic amines owing to the presence of electron-
withdrawing groups. Gratifyingly, methyl 2-formylbenzoate
3g with an electron-donating methoxy group at the para
position was a good precursor and afforded a variety of
isoindolinones 6 f–k in 75–84% yield with 78–97% ee with
various terminal alkynes.[27] Notably, aldehydes 3g,h with an
o-methoxy group were found to be inferior and afforded

isoindolines 6 l and 6m with only 39 and
44% ee, thus indicating that steric hindrance
at the ortho position to the aldehyde has
a crucial effect on the enantioselectivity of
product formation. Importantly, methyl 2,3-
dimethoxy-2-formylbenzoate (3 i) afforded
products 6n–q with 88–92% ee (Scheme 5).
These compounds could serve as advanced
intermediates in the synthesis of (+)-lennox-
amine (1d) and related structures
(Scheme 1).

The aforementioned results called for
the extension of our strategy to the enantio-
selective synthesis of C1-substituted isoqui-
nolinones for the eventual construction of
various synthetically important tetrahydro-
isoquinolines (THIQs) (Scheme 1).[12b] To
this end, the direct CuI–4h-catalyzed alky-
nylation/lactamization cascade was carried
out on methyl (6-formyl-3,4-dimethoxy-
phenyl)acetate (7; Scheme 6). However,
the results were disappointing: Only uncycl-
ized products were formed, but in fairly
good yields and with excellent enantioselec-
tivity (up to 97% ee). We surmised that the
less nucleophilic nature of the secondary
aromatic amine might require additional
energy to form a six-membered structure,
thus restricting the lactamization step. In
contrast, in the case of isoindolinones, the
lactamization is facile, probably owing to the
formation of the five-membered isoindoli-
none ring. However, our alkynylation pro-
cess could be used to access a diverse array
of tetrahydroisoquinoline alkaloids shown
in Scheme 1 by a two-step synthetic elabo-
ration involving reduction of the ester
followed by mesylation, without much com-
promise in the enantiomeric purity of the
product (Scheme 7). Compounds 9 could
serve as advanced intermediates for the
synthesis of natural products 2a–c through
simple synthetic elaboration by exploiting
the unique reactivity of the triple-bond
functionality.

Scheme 5. Scope of the reaction with methyl 2-formylbenzoates 3a–i. PMP= p-methoxy-
phenyl.

Scheme 6. Scope of the reaction with the ester–aldehyde 7.
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The absolute configuration of the products was unambig-
uously assigned as “S” on the basis of the X-ray crystal
structures of compounds 5y (CCDC 1000307) and 8 a
(CCDC 1000308; see the Supporting Information).

Finally, the usefulness of this process was highlighted by
partial hydrogenation of the triple-bond functionality of 5c
(97 % ee) to give 10, which underwent reductive ozonolysis to
afford the hydroxymethyl derivative 11 with 93% ee. Com-
pound 11 could serve as an advanced intermediate for the
synthesis of 1a–c. Furthermore, complete hydrogenation of
5o followed by oxidative cleavage of the N-PMP group[28] in
the presence of CAN afforded enantiomerically enriched 12
in 85% yield over two steps (Scheme 8).

In conclusion, we have reported the first highly enantio-
selective one-pot alkynylation/lactamization cascade as a new
entry to a wide range of isoindolinones. The operational
simplicity of the method and its amenability to gram-scale
synthesis, as well as the straightforward access it provides to
enantiomerically enriched isoindolinones with unprecedented
levels of enantioselectivity (up to > 99% ee) under additive-
free conditions, makes our strategy highly viable. Further-
more, its application is illustrated in the synthesis of optically
pure THIQs (up to 94 % ee) in a two-step procedure. The
usefulness of the methodology has also been demonstrated by
cleavage of the N-PMP group and by exploiting the reactivity
of the triple bond. This concise and flexible synthetic route
offers ample opportunity for its application in the synthesis of
complex natural products, which is currently being pursued in
our laboratory.

Experimental Section
A solution of a ligand 4h (0.03 mmol, 10 mol%) and (CuOTf)2·PhMe
complex (0.03 mmol, 10 mol%) in dry chloroform (3 mL) was stirred
at 0 8C for 30 min under a nitrogen atmosphere. An aldehyde
(0.3 mmol) and an aromatic amine (0.3 mmol) were added, and the
resulting mixture was stirred for an additional 15 min. An alkyne
(0.45 mmol) was then added at the same temperature, and the
reaction mixture was allowed to warm to 25 8C. After completion of
the reaction (monitored by TLC), the mixture was concentrated in
vacuo and purified over silica gel by column chromatography (15–
40% EtOAc in hexane) to afford products in up to 98% yield with up
to > 99% ee.

Received: May 7, 2014
Revised: July 23, 2014
Published online: && &&, &&&&

.Keywords: alkynylation · domino reactions · isoindolinones ·
synthetic methods · tetrahydroisoquinolines

[1] J.-M. Ferland, C. A. Demerson, L. G. Humber, Can. J. Chem.
1985, 63, 361.

[2] a) M. Linden, D. Hadler, S. Hofmann, Hum. Psychopharmacol.
1997, 12, 445; b) Z.-P. Zhuang, M.-P. Kung, M. Mu, H. F. Kung, J.

Med. Chem. 1998, 41, 157.
[3] S. Li, X. Wang, H. Guo, L. Chen, Yiyano Gongue 1985, 16,

543 [Chem. Abstr. 1986, 105, 6378n].
[4] Laboratori Baldacci S.P.A., Japanese Patent 5, 946, 268,

1984 ; [Chem. Abstr. 1984, 101, 54922].
[5] W. Lippmann, U.S. Patent 4,267,189, 1981 [Chem. Abstr.

1981, 95, 61988m].
[6] K. Achinami, N. Ashizawa, F. Kobayasui, Japanese Patent

03, 133, 955, 1991; [Chem. Abstr. 1991, 115, 255977j].
[7] a) I. Pendrak, S. Barney, R. Wittrock, D. M. Lambert, W. D.

Kingsbury, J. Org. Chem. 1994, 59, 2623; b) E. De Clercq, J.
Med. Chem. 1995, 38, 2491.

[8] a) E. C. Taylor, P. Zhou, L. D. Jennings, Z. Mao, B. Hu, J.-G.
Jun, Tetrahedron Lett. 1997, 38, 521; b) J. Fuska, A. Fuskova,
B. Proksa, Zb. Pr. Chemickotechnol Fak, SVST, 1979 – 1981
(pub. 1986), 285 – 291; [Chem. Abstr. 1987, 106, 95582k].

[9] C. Riedinger, J. A. Endicott, S. J. Kemp, L. A. Smyth, A.
Watson, E. Valeur, B. T. Golding, R. J. Griffin, I. R. Hard-
castle, M. E. Noble, J. M. McDonnell, J. Am. Chem. Soc.
2008, 130, 16038.

[10] a) M. S. Egbertson, G. D. Hartman, R. J. Gould, R. A. Bednar,
J. J. Cook, S. L. Gaul, M. A. Holahan, L. A. Libby, J. J. Lynch,
G. R. Sitko, M. T. Stranieri, L. M. Vassallo, Bioorg. Med. Chem.
Lett. 1996, 6, 2519; b) D. L. Boger, J. K. Lee, J. Goldberg, Q. Jin,
J. Org. Chem. 2000, 65, 1467.

[11] a) R. A. Abramovitch, I. Shinkai, B. J. Mavunkel, K. M. More, S.
O�Connor, G. H. Ooi, W. T. Pennington, P. C. Srinivasan, J. R.
Stowers, Tetrahedron 1996, 52, 3339; b) P. Pigeon, B. Decroix,
Tetrahedron Lett. 1997, 38, 2985.

[12] a) E. J. Corey, D. Y. Gin, R. S. Kania, J. Am. Chem. Soc. 1996,
118, 9202; b) for a review, see: M. Chrzanowska, M. D.
Rozwadowska, Chem. Rev. 2004, 104, 3341, and references
therein.

[13] T. R. Belliotti, W. A. Brink, S. R. Kesten, J. R. Rubin, D. J.
Wustrow, K. T. Zoski, S. Z. Whetzel, A. E. Corbin, T. A. Pugsley,
T. G. Heffner, L. D. Wise, Bioorg. Med. Chem. Lett. 1998, 8,
1499.

[14] R. Grigg, M. J. R. Dorrity, J. F. Malone, T. Mongkolaussavar-
atana, W. D. J. A. Norbert, V. Sridharan, Tetrahedron Lett. 1990,
31, 3075.

Scheme 7. Synthetic elaboration to enantiomerically enriched THIQs.

Scheme 8. Synthetic elaboration to important intermediates. CAN = ceric
ammonium nitrate, EA =ethyl acetate.

.Angewandte
Communications

4 www.angewandte.org � 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim Angew. Chem. Int. Ed. 2014, 53, 1 – 6
� �

These are not the final page numbers!

http://dx.doi.org/10.1139/v85-061
http://dx.doi.org/10.1139/v85-061
http://dx.doi.org/10.1002/(SICI)1099-1077(199709/10)12:5%3C445::AID-HUP887%3E3.0.CO;2-2
http://dx.doi.org/10.1002/(SICI)1099-1077(199709/10)12:5%3C445::AID-HUP887%3E3.0.CO;2-2
http://dx.doi.org/10.1021/jm970296s
http://dx.doi.org/10.1021/jm970296s
http://dx.doi.org/10.1021/jo00088a057
http://dx.doi.org/10.1021/jm00014a001
http://dx.doi.org/10.1021/jm00014a001
http://dx.doi.org/10.1016/S0040-4039(96)02397-0
http://dx.doi.org/10.1021/ja8062088
http://dx.doi.org/10.1021/ja8062088
http://dx.doi.org/10.1016/0960-894X(96)00473-8
http://dx.doi.org/10.1016/0960-894X(96)00473-8
http://dx.doi.org/10.1021/jo9916481
http://dx.doi.org/10.1016/0040-4020(95)01115-3
http://dx.doi.org/10.1016/S0040-4039(97)00539-X
http://dx.doi.org/10.1021/ja962480t
http://dx.doi.org/10.1021/ja962480t
http://dx.doi.org/10.1021/cr030692k
http://dx.doi.org/10.1016/S0960-894X(98)00252-2
http://dx.doi.org/10.1016/S0960-894X(98)00252-2
http://dx.doi.org/10.1016/S0040-4039(00)89029-2
http://dx.doi.org/10.1016/S0040-4039(00)89029-2
http://www.angewandte.org


[15] H. McAlonan, J. P. Murphy, M. Nieuwenhuyzen, K. Reynolds,
P. K. S. Sarma, P. J. Stevenson, N. Thompson, J. Chem. Soc.
Perkin Trans. 1 2002, 69, and references therein.

[16] a) D. Enders, V. Braig, G. Raabe, Can. J. Chem. 2001, 79, 1528;
b) S. Adachi, M. Onozuka, Y. Yoshida, M. Ide, Y. Saikawa, M.
Nakata, Org. Lett. 2014, 16, 358.

[17] a) A. A. Bahajaj, J. M. Vernon, G. D. Wilson, Tetrahedron 2004,
60, 1247; b) M.-D. Chen, X. Zhou, M.-Z. He, Y.-P. Ruan, P.-Q.
Huang, Tetrahedron 2004, 60, 1651.

[18] a) J. P�rard-Viret, T. Prang�, A. Tomas, J. Royer, Tetrahedron
2002, 58, 5103; b) D. L. Comins, S. Schilling, Y. Zhang, Org. Lett.
2005, 7, 95.

[19] a) A. Endo, A. Yanagisawa, M. Abe, S. Tohma, T. Kan, T.
Fukuyama, J. Am. Chem. Soc. 2002, 124, 6552; b) J. Chen, X.
Chen, M. B. Choussy, J. Zhu, J. Am. Chem. Soc. 2006, 128, 87.

[20] a) M. Kitamura, Y. Hsiao, M. Ohta, M. Tsukamoto, T. Ohta, H.
Takaya, R. Noyori, J. Org. Chem. 1994, 59, 297; b) N. Uematsu,
A. Fujii, S. Hashiguchi, T. Ikariya, R. Noyori, J. Am. Chem. Soc.
1996, 118, 4916.

[21] T. Itoh, M. Miyazaki, H. Fukuoka, K. Nagata, A. Ohsawa, Org.
Lett. 2006, 8, 1295.

[22] a) A. M. Taylor, S. L. Schreiber, Org. Lett. 2006, 8, 143; for an
enantioselective cross-dehydrogenative coupling, see; b) Z. Li,

C.-J. Li, Org. Lett. 2004, 6, 4997; c) Z. Li, P. D. MacLeod, C.-J. Li,
Tetrahedron: Asymmetry 2006, 17, 590.

[23] K. Ito, S. Akashi, B. Saito, T. Katsuki, Synlett 2003, 1809.
[24] L. X. Sun, T. Zeng, D. Jiang, L.-Y. Dai, C.-J. Li, Can. J. Chem.

2012, 90, 92.
[25] a) C. Wei, C.-J. Li, J. Am. Chem. Soc. 2002, 124, 5638; b) N.

Gommermann, C. Koradin, K. Polborn, P. Knochel, Angew.
Chem. 2003, 115, 5941; Angew. Chem. Int. Ed. 2003, 42, 5763;
c) A. Bisai, V. K. Singh, Org. Lett. 2006, 8, 2405; d) Z. Shao, J.
Wang, K. Ding, A. S. C. Chan, Adv. Synth. Catal. 2007, 349, 2375;
e) T. Hashimoto, M. Omote, K. Maruoka, Angew. Chem. 2011,
123, 9114; Angew. Chem. Int. Ed. 2011, 50, 8952; f) A. Bisai,
V. K. Singh, Tetrahedron 2012, 68, 3480.

[26] a) P. Phukan, J. Org. Chem. 2004, 69, 4005; b) T. Beisel, G.
Manolikakes, Org. Lett. 2013, 15, 6046.

[27] We sincerely thank the reviewers for their valuable suggestions
in expanding the substrate scope of the reaction and other
important input.

[28] a) J. R. Porter, J. F. Traverse, A. H. Hoveyda, M. L. Snapper, J.
Am. Chem. Soc. 2001, 123, 10409; b) P. Fu, M. L. Snapper, A. H.
Hoveyda, J. Am. Chem. Soc. 2008, 130, 5530.

Angewandte
Chemie

5Angew. Chem. Int. Ed. 2014, 53, 1 – 6 � 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim www.angewandte.org

These are not the final page numbers! � �

http://dx.doi.org/10.1139/v01-140
http://dx.doi.org/10.1021/ol403142d
http://dx.doi.org/10.1016/j.tet.2003.10.127
http://dx.doi.org/10.1016/j.tet.2003.10.127
http://dx.doi.org/10.1016/j.tet.2003.11.092
http://dx.doi.org/10.1016/S0040-4020(02)00462-3
http://dx.doi.org/10.1016/S0040-4020(02)00462-3
http://dx.doi.org/10.1021/ol047824w
http://dx.doi.org/10.1021/ol047824w
http://dx.doi.org/10.1021/ja026216d
http://dx.doi.org/10.1021/ja0571794
http://dx.doi.org/10.1021/jo00081a007
http://dx.doi.org/10.1021/ja960364k
http://dx.doi.org/10.1021/ja960364k
http://dx.doi.org/10.1021/ol0530326
http://dx.doi.org/10.1021/ol0530326
http://dx.doi.org/10.1021/ol0526165
http://dx.doi.org/10.1021/ol047814v
http://dx.doi.org/10.1055/s-2003-41502
http://dx.doi.org/10.1139/v11-108
http://dx.doi.org/10.1139/v11-108
http://dx.doi.org/10.1021/ja026007t
http://dx.doi.org/10.1002/ange.200352578
http://dx.doi.org/10.1002/ange.200352578
http://dx.doi.org/10.1002/anie.200352578
http://dx.doi.org/10.1021/ol060793f
http://dx.doi.org/10.1002/adsc.200700237
http://dx.doi.org/10.1002/ange.201104017
http://dx.doi.org/10.1002/ange.201104017
http://dx.doi.org/10.1002/anie.201104017
http://dx.doi.org/10.1016/j.tet.2011.05.114
http://dx.doi.org/10.1021/jo0498462
http://dx.doi.org/10.1021/ol402949t
http://dx.doi.org/10.1021/ja0118744
http://dx.doi.org/10.1021/ja0118744
http://dx.doi.org/10.1021/ja8001343
http://www.angewandte.org


Communications

Asymmetric Catalysis

V. Bisai, A. Suneja,
V. K. Singh* &&&&—&&&&

Asymmetric Alkynylation/Lactamization
Cascade: An Expeditious Entry to
Enantiomerically Enriched
Isoindolinones

Simple and effective : A highly enantiose-
lective domino alkynylation/lactamiza-
tion involving the formation of oneC�C
and two C�N bonds was developed for
the synthesis of diversely substituted
isoindolinones (see scheme). The meth-

odology was further extended to the
synthesis of tetrahydroisoquinoline scaf-
folds found in a variety of biologically
active natural products by a remarkably
selective two-step procedure (up to
94 % ee).

.Angewandte
Communications

6 www.angewandte.org � 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim Angew. Chem. Int. Ed. 2014, 53, 1 – 6
� �

These are not the final page numbers!

http://www.angewandte.org

