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Construction of azaheterocycles via
Pd-catalyzed migratory cycloannulation
reaction of unactivated alkenes

Jin-Ping Wang1, Shuo Song1, Yichen Wu1 & Peng Wang 1,2,3

Azahetereocycles constitute important structural components in many bio-
logically active natural compounds and marketed drugs, and represent the
most promising scaffolds in drug discovery. Accordingly, the development of
efficient and general synthetic methods for the construction of diverse aza-
heterocycles is the major goal in synthetic chemistry. Herein, we report the
efficient construction of a wide range of azaheterocycles via a Pd-catalyzed
migratory cycloannulation strategy with unactivated alkenes. This strategy
enables the rapid synthesis of a series of 6-, 7- and 8-membered azahetero-
cycles in high efficiency, and features a broad substrate scope, excellent
functional group toleranceunder redox-neutral conditions. The significanceof
this finding is demonstrated by the efficient synthesis of drug-like molecules
with high step-economy. Preliminary mechanistic investigations reveal that
this reaction underwent a sequentially migratory insertion to alkenes, metal
migration process, and the aza-Michael addition to a quinone methide
intermediate.

The discovery of powerful syntheticmethodology to access high-value
azaheterocycles has been at the forefront of synthetic organic chem-
istry for more than a century, as 58% of FDA-approved small molecule
drugs contain at least one azaheterocycle1–3 (Fig. 1a). Accordingly, great
research efforts have been made to develop efficient synthetic meth-
ods for the construction of azaheterocycle-containing molecules4–13.
Notably, the Larock-type annulation14–31, transition metal-catalyzed
cycloannulation of ambiphilic arylhalides with carbon-carbon double
bonds, represents one of the most widely used and efficient
methods14–19 since the early contributions by Dieck20 and Larock21–31.
Numerous [n + 2] reactions for the synthesis of 5-, 6-membered aza-
heterocycles have been reported with highly reactive styrene, 1,3-
diene, allene, and strained cyclic alkene, in which the cyclization nor-
mally occurred at the vicinal 1,2-position of those alkenes (Fig. 1b). In
sharp contrast, the transition metal-catalyzed migratory cycloannula-
tion, the cyclization happens at the remote (1,n)-position of the unac-
tivated alkenes, is barely mentioned in the literatures32,33 (Fig. 1c).

Overcoming the limitation of the vicinal 1,2-functionalization of
alkenes in transition metal-catalyzed [n + 2] cyclisation reactions will
open an avenue for the rapid construction of diverse azaheterocycles,
and will find wide synthetic applications in pharmaceutical industry. In
general, this approach will allow the synthesis of various hetero- or
carbocycles starting from the commercially available unactivated
alkenes with different ambiphilic synthetic blocks by precisely con-
trolling the regioselectivity in the migratory process of alkenes.

Recently, the transition metal-catalyzed migratory hydro-
functionalization or difunctionalization of alkenes has emerged as an
attractive approach to enrich the molecular complexity, and has
extended synthetic chemists’ toolbox34–50. Inspired by the develop-
ment of intermolecular three-component migratory difunctionaliza-
tion reactions45–50, we envisioned that the transition metal-catalyzed
migratory cycloannulation could become a general approach for the
construction of various ring-sized azaheterocycles starting from the
ambiphilic coupling partners andunactivated alkenes.Mechanistically,

Received: 21 April 2022

Accepted: 11 August 2022

Check for updates

1State Key Laboratory of Organometallic Chemistry, Shanghai Institute of Organic Chemistry, University of Chinese Academy of Sciences, CAS 345 Lingling
Road, Shanghai 200032, PR China. 2CAS Key Laboratory of Energy Regulation Materials, Shanghai Institute of Organic Chemistry, CAS 345 Lingling Road,
Shanghai 200032, PR China. 3School of Chemistry and Materials Science, Hangzhou Institute for Advanced Study, University of Chinese Academy of
Sciences, 1 Sub-lane Xiangshan, Hangzhou 310024, PR China. e-mail: pengwang@sioc.ac.cn

Nature Communications |         (2022) 13:5059 1

12
34

56
78

9
0
()
:,;

12
34

56
78

9
0
()
:,;

http://orcid.org/0000-0002-6442-3008
http://orcid.org/0000-0002-6442-3008
http://orcid.org/0000-0002-6442-3008
http://orcid.org/0000-0002-6442-3008
http://orcid.org/0000-0002-6442-3008
http://crossmark.crossref.org/dialog/?doi=10.1038/s41467-022-32726-x&domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1038/s41467-022-32726-x&domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1038/s41467-022-32726-x&domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1038/s41467-022-32726-x&domain=pdf
mailto:pengwang@sioc.ac.cn


transition metal-catalyzed migratory cycloannulation will undergo the
sequentially oxidative addition of arylhalide, migratory addition of
unactivated alkene, chain-walking process, and cyclization (Fig. 1d).
However, this process remains a paramount challenge due to the fol-
lowing reasons: 1) the low reactivity of the unactivated nonconjugated
alkenes, 2) difficulty in controlling the cyclization position along the
carbon chain of the alkenes during the metal migratory process,
and 3) challenges for inhibiting various predictable side reactions
(isomerization of aliphatic alkenes, Heck-type or reductive Heck-type
side reactions).

Herein, we report our efforts ondeveloping a general and efficient
approach for the construction of azaheterocycles via the Pd-catalyzed
migratory cycloannulation of unactivated alkenes. The key to render-
ing the reactivity of the unactivated alkenes and to controlling the ring
size (the cyclization position along the carbon chain of the alkenes) of
the azaheterocycles is the use of a hydroxyl group, which enables the
formation of a quinone methide intermediate after the metal migra-
tory process. Themethodology is capable of the efficient construction
of diverse azaheterocycles with various ring sizes (6–8 membered
azaheterocycles), including tetrahydroquinoline, tetrahydroisoquino-
line, tetrahydrobenzo[b]azepine, tetrahydrobenzo[c]azepine, tetra-
hydrobenzo[d]azepine, hexahydrobenzo[d]azocine, piperidine etc.,
which are privileged scaffolds in natural products and pharmaceu-
ticals. Moreover, thismethod is applicable for the efficient synthesis of
azaheterocycle-containing complex bioactive molecules.

Results and discussion
Reaction optimization
With the concept in mind, we investigated the intramolecular
cycloannulation with various unactivated alkenes with N-benzyl-2-
iodoaniline 1a. Unfortunately, no reaction happened for simple
unactivated alkenes, such as but-3-enamide, allylbenzene (Fig. 2a).
Inspiring by the directing group approach which could render the
reactivity of unactivated alkenes and precisely control the regios-
electivity in the alkene functionalization51, we next tested the allyl-
benzene bearing an ortho-imine or hydroxyl directing group. We are
pleased to find the desired migratory cycloannulation product
could be formed in 14% yield, along with isomerization and oxidative
Heck-type byproducts, in the presence of Pd2(dba)3, and Na2CO3 in
N,N-dimethylformamide (DMF). After systematically evaluating the
reaction parameters, the yield was improved to 90% in the presence
of Pd2(dba)3 (1.5mol%), BINOL-derived bisphosphite ligand L8
(3.0mol%), Na2CO3 and nBu4NCl in DMF. Control experiments indi-
cate all reaction parameters are essential for this highly efficient
migratory cycloannulation reaction (Fig. 2b). The reaction didn’t
happen in the absence of base. Significant ligand effect has been
observed for this reaction which could inhibit the formation of the
Heck-type byproducts. 68% yield of tetrahydroquinoline 3a was
obtained with 32% Heck-type byproducts without ligand. Notably,
the addition of nBu4NCl was also indispensable, leading to significant
increase of the efficiency. Generally, the nBu4NCl gave better result in
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comparison with nBu4NBr or
nBu4NI. The crucial anion effects might

be accounted from the strong coordination ability of chloride, which
could facilitate the oxidative addition of aryl halide and stabilize the
Pd intermediate during the reaction process. Given the importance
of ligand in transitionmetal catalysis, we also investigated the ligand
effect for this reaction. 1,10-phenanthroline ligand (L1) gave theHeck
byproducts in 40% yield without the desired product. Pyridine-
oxazoline ligand (L2) led to inferior results, providing the targeted
compound in 56% yield, while NHC ligand (L4) showed similar out-
come (70% yield) comparing to the data without ligand.

Di-phosphine ligand, BINAP (L5) andDIPPE (L6), were inert under our
conditions, providing the olefin isomerization byproducts in high
yields. Monophosphite ligand L7 showed similar reactivity as bis-
oxazoline ligand (L3), providing the desired product 3a in 84% yield.
Overall, the BINOL-derived bisphosphite ligand L8 proved to be the
optimal ligand, accelerating this migratory cycloannulation in max-
imum extent. Given the Heck-type byproducts were inhibited with
the optimal ligand, we hypothesized that the ligand could stabilize
the Pd-H intermediates during the migratory process, which further
enhance the reaction outcomes.
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Mechanistic insights
To gain mechanistic insights of this reaction, we performed
deuterium-labeling experiments using deuterium-labeled terminal
alkene D-6a (Fig. 3a). Treatment of the alkene D-6a with N-benzyl-2-

iodoaniline 1a led to the formation of desired product in 32% yield
with a deuterium distribution at the various positions of aliphatic
cycle, which indicates the metal walking event via a β-H elimination
and reinsertion process. The reaction of 2a and deuterium-labeled
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terminal alkene D-6a with N-benzyl-2-iodoaniline gave undeuterated
3a and deuterated 7a in 57 and 29% yield, respectively. The lack of H/
D scrambling between 3a and 7amight unveil the Pd(II)-H could not
dissociate from the alkene during the migration. The isolated Heck-
products 3a’ and 3a” could not transform to the cyclic product under
the standard conditions, which further confirm this hypothesis
(Fig. 3b). To elucidate the role of the ortho-hydroxyl group, detailed
control experiments were next carried out. Replacement of the
hydroxy group with methoxy group resulted in no reaction, and the
meta-hydroxyl group led to no reaction as well. Interestingly, the
para-hydroxyl group showed similar reactivity as the ortho-hydroxyl
group, which indicates the hydroxyl group might not serve as a
directing group in our migratory cycloannulation reaction (Fig. 3c).
Given the formation of a quinone methide intermediate52,53 might
happen in the Pd-catalyzed functionalization of α-hydroxy styrene54

pioneered by Sigman, we hypothesized that our reaction might
proceed under similar reaction process, in which the azaheterocycle
was formed via an aza-Michael addition to the corresponding qui-
none methide intermediates. The absence of chiral induction with

various chiral ligands also supports this hypothesis as the chiral
carbon center was generated by the aza-Michael addition rather than
the Pd-catalyzed carbon-nitrogen formation. Based on the afore-
mentioned mechanism experiments, a proposed mechanism was
depicted in Fig. 3d. The oxidative addition of N-benzyl-2-iodoaniline
with Pd(0) led to the formation of aryl-Pd(II) intermediate, which
underwent the migratory insertion with alkene led to the alkyl-Pd(II)
intermediate Int-1. The palladium could migrate to the α-position of
the phenol side via a rapid β-hydrogen elimination and reinsertion
process (chain-walking process), followed by formation of a quinone
methide intermediate Int-3 in the presence of a base with con-
comitant reduction of Pd(II). Finally, the intramolecular aza-Michael
addition to quinone methide intermediate provided the desired
products.

Substrate scope
After understanding the reaction mechanism, we set out to evaluate
the substrate scope regarding the 2-iodoaniline derivatives under the
optimal conditions. As summarized in Fig. 4, the scope of this reaction

Fig. 6 | Gram-scale reaction and synthetic application. a Gram-scale reaction.
b Transformation of the benzyl-protected tetrahydroquinoline. c Synthesis of
potential selective estrogen receptormodulator (SERMs) 23. Ac, acetyl; Ar, aryl; Bn,
benzyl;Me,methyl; Et, ethyl; Ph, phenyl; (Bpin)2, bis(pinacolato)diboron;DMF,N,N-

dimethylformamide; DME, 1,2-dimethoxyethane; DCM, dichloromethane; [BMIM]
BF4, 1-butyl-3-methylimidazolium tetrafluoroborate; dppb, 1,4-bis(diphenylpho-
sphino)butane; MePhos, 2-(dicyclohexylphosphino)−2’-methylbiphenyl.
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is very broad, providing corresponding tetrahydroquinoline in high
yields. Good functional group compatibility was observed with the
tolerance of methyl (3b, 3i), methoxy (3h), fluoro (3c, 3j), chloro (3d),
bromo (3e), trifluoromethyl (3f), ester (3g, 3k). It is noteworthy that
the bromo functionality (3e), which is commonly incompatible with
Pd-catalyzed coupling reaction, was well tolerated in this reaction. N-
benzyl-3-iodonaphthalen-2-amine was also suitable ambiphilic partner
for thismigratory cycloannulation reaction, giving the desiredproduct
(3l) in 60% yield. We next checked the breadth of the 2-allylphenol
derivatives, whichalso showedhigh level of functional group tolerance
(3m-x). For instance, acetylamino (3o) and methylthio (3r) containing
substrates proceeded in 81 and 36% yields, respectively. 6-Substituted
2-allylphenols are also suitable substrates, albeit with lower yields
probably due to the steric hindrance (3u-v). The allylbenzene bearing a
para-hydroxyl group (4-allylphenol) is also well tolerated, providing
the desired tetrahydroquinoline in moderate to good yields (3y-3ab).
Pleasingly, internal unactivated alkene could also be employed in
this reaction, albeit moderate yield was obtained with an inferior
diastereoselectivity (3x, 1/1 dr). The electron-rich and electron-
deficient benzyl substituents on nitrogen of 2-iodoaniline are well
tolerated, providing corresponding tetrahydroquinoline derivatives
5a-h in moderate to good yields. And aliphatic alkyl groups (5i-5l)
includingmethyl, hexyl, cyclohexyl, even bulky tert-butyl group are all
compatible, which further underscores the generality of this metho-
dology. Notably, protecting group free substrate (2-iodoaniline) gave
the desired tetrahydroquinoline 5m in 59% yield. The 2-iodoanilines
with electron-withdrawing protecting group (such as Ts, Cbz, and Ac
etc.) on nitrogen of (5o-5p) could not be tolerated, resulting in no
reaction.

Having thoroughly examined the scope with respect to the con-
struction of tetrahydroquinoline derivatives, we turned our focus to
evaluating other azaheterocycles with this approach (Fig. 5). With 2-
(but-3-en-1-yl)phenol (6a) as the substrate, seven-membered tetra-
hydrobenzo[b]azepines were synthesized in synthetic useful yields
under the standard conditions with a variety of functional groups (7a-
j), including methyl, ester, fluoro, chloro, bromo etc. Substituents on
theω-alkenyl 2-phenols were also compatible (7k-l), while substituents
at the amines providemoderate yields (7m-q). Given the prevalence of
all types of tetrahydrobenzoazepines in pharmaceuticals and bioactive
molecules, ortho-iodide benzylamines and ortho-iodide phenyletha-
namines were also evaluated, giving the 6-, 7-, and 8-membered aza-
heterocycles (9a-c and 9e-9f) in synthetic useful yields. As mentioned
previously, electron-withdrawing protecting group on nitrogen of
2-iodoaniline (9d) resulted in no cyclization product. Gratifyingly,
2-iodide allylic amine was also suitable ambiphilic coupling partner for
this process, providing an efficient way for the synthesis of piperidine
in high yields (11a-b).

Applications
The scalability of this reaction was demonstrated using 1a and
2-allylphenol (2a) as the model substrates, giving tetrahydroquinoline
3a in 71% yield on 5.0mmol scale (Fig. 6a). To further demonstrate the
utilities of our method, several derivatizations of the heterocyclic
product were conducted (Fig. 6b). The benzyl group could be readily
removed in the presence of Pd/C under hydrogen atmosphere, pro-
viding the 2-arylated tetrahydroquinoline 5m in 77% yield. Notably, the
hydroxyl group could serve as a versatile linchpin for further decora-
tion of the azaheterocycles, which allows the divergent synthesis of a
series of functional azaheterocycles. Treatment of 3a with tri-
fluoromethanesulfonic anhydride and triethylamine led to corre-
sponding aryl triflate (12) in 82% yield, which could transfer to other
functionalities via reduction (13), Suzuki coupling (14), amination (15),
and borylation (16). Our methods could also pave a way for the rapid
synthesis of some pharmaceutical molecules with short synthetic
routes and high efficiency. A potential selective estrogen receptor

modulator (SERMs) 23 has been synthesized with our protocol in 38%
total yield in four steps (Fig. 6c), compared with the known synthetic
route with 7 steps55.

In summary, a Pd-catalyzed migratory cycloannulation strategy
for efficient construction of a wide range of azahetereocycles from
unactivated aliphatic alkenes has been disclosed. The choice of the
ortho-hydroxyl group as a locating group to favor the formation of
quinone methide intermediates offers an efficient method for con-
trolling the ring-size of the azaheterocycles. We are currently applying
this design principle to achieve Pd-catalyzed migratory cycloannula-
tion reactions with other coupling partners.

Methods
General procedure for Pd-catalyzed migratory cycloannulation
of unactivated alkenes
Pd2(dba)3 (2.8mg, 1.5mol%),L8 (4.3mg, 3.0mol%), Na2CO3 (53.0mg,
0.5mmol) and nBu4NCl (111.2mg, 0.4mmol) were added to a 10mL
vial in a glovebox. The tubewas sealed using a capwith PTFE cap liner
and moved outside of the glovebox. DMF (3.0mL) was added fol-
lowed by addition of aniline derivatives 1 (0.4mmol), alkene 2
(0.2mmol). The reaction mixture was stirred at 80 °C for 18 h. After
cooling to room temperature, the reaction mixture was diluted with
EtOAc, and the resulted solution was washed with brine for three
times. The organic phase was concentrated, and the residuewas then
purified by column chromatography on silica gel or preparative thin-
layer chromatography as mentioned. Full experimental details and
characterization of new compounds can be found in the Supple-
mentary Information.

Data availability
X-ray structural data of compound 3g (ccdc 2161960) and 7p (ccdc
2161962) are available free of charge from the Cambridge Crystal-
lographic Data Center via www.ccdc.cam.ac.uk/data_request/cif.

References
1. Vitaku, E., Smith, D. T. & Njardarson, J. T. Analysis of the structural

diversity, substitution patterns, and frequency of nitrogen hetero-
cycles among U.S. FDA approved pharmaceuticals. J. Med. Chem.
57, 10257–10274 (2014).

2. Taylor, R. D., MacCoss, M. & Lawson, A. D. Rings in drugs. J. Med.
Chem. 57, 5845–5859 (2014).

3. Zhang, T. Y. The evolving landscape of heterocycles in drugs and
drug candidates. Adv. Heterocycl. Chem. 121, 1–12 (2017).

4. Royer, J. Asymmetric Synthesis of Nitrogen Heterocycles (Wiley-
VCH, 2009).

5. Eicher, T., Hauptmann, S. & Speicher, A. The Chemistry of Hetero-
cycles: Structures, Reactions, Synthesis, and Applications (Wiley-
VCH, 2012).

6. Wu, X.-F. TransitionMetal-Catalyzed Heterocycle Synthesis via C–H
Activation (Wiley-VCH, 2015).

7. D’hooghe, M. & Ha, H.-J. Synthesis of 4- to 7-Membered Hetero-
cycles by Ring Expansion (Springer, 2016).

8. Sridharan, V., Suryavanshi, P. A. & Menéndez, J. C. Advances in the
chemistry of tetrahydroquinolines. Chem. Rev. 111,
7157–7259 (2011).

9. Baumann, M. & Baxendale, I. R. An overview of the synthetic routes
to the best selling drugs containing 6-membered heterocycles.
Beilstein J. Org. Chem. 9, 2265–2319 (2013).

10. Mizufune, H. Efficient azacycle formations developed in
Japanese pharmaceutical industries: Elegancy, Logistics, and
Training (ELT) “Sandwich” for process chemists. Org. Process Res.
Dev. 23, 419–442 (2019).

11. Ye, Z., Adhikari, S., Xia, Y. & Dai, M. Expedient syntheses of N-het-
erocycles via intermolecular amphoteric diamination of allenes.
Nat. Commun. 9, 721 (2018).

Article https://doi.org/10.1038/s41467-022-32726-x

Nature Communications |         (2022) 13:5059 8

http://www.ccdc.cam.ac.uk/data_request/cif


12. Yang, L.-C. et al. Construction of nine-membered heterocycles
through palladium-catalyzed formal [5+4] cycloaddition. Angew.
Chem. Int. Ed. 56, 2927–2931 (2017).

13. Li, R. et al. A ring expansion strategy towards diverse azahetero-
cycles. Nat. Chem. 13, 1006–1016 (2021).

14. Zeni, G. & Larock, R. C. Synthesis of heterocycles via palladium-
catalyzed oxidative addition. Chem. Rev. 106, 4644–4680 (2006).

15. Larock, R. C. Palladium-catalyzed annulation. J. Organomet. Chem.
576, 111–124 (1999).

16. Garlets, Z. J., White, D. R. &Wolfe, J. P. Recent developments in Pd0-
catalyzed alkene-carboheterofunctionalization reactions. Asian J.
Org. Chem. 6, 636–653 (2017).

17. Ni, H.-Q., Cooper, P. & Engle, K. M. Recent advances in
palladium-catalyzed (hetero)annulation of C=C bonds with ambi-
philic organo(pseudo)halides. Chem. Commun. 57, 7610–7624
(2021).

18. Holman, K. R., Stanko, A. M. & Reisman, S. E. Palladium-catalyzed
cascade cyclizations involving C–C and C–X bond formation: stra-
tegic applications in natural product synthesis.Chem. Soc. Rev. 50,
7891–7908 (2021).

19. McDonald, R. I., Liu, G. & Stahl, S. S. Palladium(II)-catalyzed alkene
functionalization via nucleopalladation: stereochemical pathways
and enantioselective catalytic applications. Chem. Rev. 111,
2981–3019 (2011).

20. O’Connor, J. M. et al. Some aspects of palladium-catalyzed
reactions of aryl and vinylic halides with conjugated dienes in
the presence of mild nucleophiles. J. Org. Chem. 48,
807–809 (1983).

21. Larock, R. C. & Fried, C. A. Palladium-catalyzed carboannulation
of 1,3-dienes by aryl halides. J. Am. Chem. Soc. 112, 5882–5884
(1990).

22. Larock, R. C., Berrios-Peña, N. & Narayanan, K. Palladium-catalyzed
heteroannulation of 1,3-dienes by functionally substituted aryl
halides. J. Org. Chem. 55, 3447–3450 (1990).

23. Larock, R. C., Berrios-Peña, N. G. & Fried, C. A. Regioselective,
palladium-catalyzed hetero- and carboannulation of 1,2-dienes
using functionally substituted aryl halides. J. Org. Chem. 56,
2615–2617 (1991).

24. Larock, R. C., Tu, C. & Pace, P. Synthesis of medium-ring nitrogen
heterocycles via palladium-catalyzed heteroannulation of 1,2-
dienes. J. Org. Chem. 63, 6859–6866 (1998).

25. Chen, S.-S., Meng, J., Li, Y.-H. & Han, Z.-Y. Palladium-catalyzed
enantioselective heteroannulation of 1,3-dienes by functionally
substituted aryl iodides. J. Org. Chem. 81, 9402–9408 (2016).

26. Larock, R. C. et al. Palladium-catalyzed annulation of allenes using
functionally substituted vinylic halides. J. Org. Chem. 63,
2154–2160 (1998).

27. Inamoto, K., Yamamoto, A., Ohsawa, K., Hiroya, K. & Sakamoto, T.
Highly regioselective palladium-catalyzed annulation reactions of
heteroatom-substituted allenes for synthesis of condensed het-
erocycles. Chem. Pharm. Bull. 53, 1502–1507 (2005).

28. Yan, F. et al. Palladium-catalyzed intermolecular [4+2] formal
cycloaddition with (Z)-3-iodo allylic nucleophiles and allenamides.
Org. Biomol. Chem. 17, 2651–2656 (2019).

29. Hulcoop, D. G. & Lautens, M. Palladium-catalyzed annulation of aryl
heterocycles with strained alkenes. Org. Lett. 9, 1761–1764 (2007).

30. Thansandote, P., Hulcoop, D. G., Langer, M. & Lautens, M.
Palladium-catalyzed annulation of haloanilines and halobenza-
mides using norbornadiene as an acetylene synthon: a route to
functionalized indolines, isoquinolinones, and indoles. J. Org.
Chem. 74, 1673–1678 (2009).

31. Ni, H.-Q. et al. Mapping ambiphile reactivity trends in the anti-
(hetero)annulation of non-conjugated alkenes via Pd(II)/Pd(IV) Cat-
alysis. Angew. Chem. Int. Ed. 62, e202114346 (2022).

32. Bender, D. D., Stakem, F. G. & Heck, R. F. Palladium-catalyzed ary-
lation and vinylation of 1,4-dienes. J. Org. Chem. 47,
1278–1284 (1982).

33. Larock, R. C. et al. Palladium-catalyzed annulation of 1,4-dienes
using ortho-functionally-substituted aryl halides. J. Org. Chem. 58,
4509–4510 (1993).

34. Vasseur, A., Bruffaerts, J. & Marek, I. Remote functionalization
through alkene isomerization. Nat. Chem. 8, 209–219 (2016).

35. Sommer, H., Juliá-Hernández, F., Martin, R. & Marek, I. Walking
metals for remote functionalization. ACS Cent. Sci. 4,
153–165 (2018).

36. Dhungana, R. K., Sapkota, R. R., Niroula, D. &Giri, R.Walkingmetals:
catalytic difunctionalization of alkenes at nonclassical sites. Chem.
Sci. 11, 9757–9774 (2020).

37. Li, Y.-Q., Dong, W., Cheng, H.-G. & Yin, G.-Y. Difunctionalization of
alkenes involving metal migration. Angew. Chem. Int. Ed. 59,
7990–8003 (2020).

38. Fiorito, D., Scaringi, S. &Mazet, C. Transitionmetal-catalyzed alkene
isomerization as an enabling technology in tandem, sequential and
domino processes. Chem. Soc. Rev. 50, 1391–1406 (2021).

39. Wang, D.-K. et al. 1,3-Difunctionalization of alkenes: state-of-the-art
and future challenges. Org. Chem. Front. 8, 7037–7049 (2021).

40. Lee, W.-C., Wang, C.-H., Lin, Y.-H., Shih, W.-C. & Ong, T.-G. Tandem
isomerization and C–H activation: regioselective hydro-
heteroarylation of allylarenes. Org. Lett. 15, 5358–5361 (2013).

41. Bair, J. S. et al. Linear-selective hydroarylation of unactivated
terminal and internal olefins with trifluoromethyl-substituted are-
nes. J. Am. Chem. Soc. 136, 13098–13101 (2014).

42. Wang, D.-M., Feng, W., Wu, Y., Liu, T. & Wang, P. Redox-neutral
nickel(II) catalysis: hydroarylation of unactivated alkenes with aryl-
boronic acids. Angew. Chem. Int. Ed. 59, 20399–20404 (2020).

43. Mei, T.-S., Patel, H. H. & Sigman,M. S. Enantioselective construction
of temote quaternary stereocenters. Nature 508, 340–344 (2014).

44. He, Y., Cai, Y. & Zhu, S. Mild and regioselective benzylic C−H
functionalization: Ni-catalyzed reductive arylation of remote and
proximal olefins. J. Am. Chem. Soc. 139, 1061–1064 (2017).

45. Thornbury, R. T. et al. The development and mechanistic investi-
gation of a palladium-catalyzed 1,3-arylfluorination of chromenes.
Chem. Sci. 8, 2890–2897 (2017).

46. Li, W., Boon, J. K. & Zhao, Y. Nickel-catalyzed difunctionalization of
allylmoieties using organoboronic acids and halideswith divergent
regioselectivities. Chem. Sci. 9, 600–607 (2018).

47. Basnet, P. et al. Ni-Catalyzed regioselective β,δ-diarylation of
unactivated olefins in ketimines via ligand-enabled contraction of
transient nickellacycles: rapid access to remotely diarylated
ketones. J. Am. Chem. Soc. 140, 7782–7786 (2018).

48. Han, C. et al. Palladium-catalyzed remote 1,n-arylamination of
unactivated terminal akenes. ACS Catal. 9, 4196–4202 (2019).

49. Wang, W. et al. Migratory arylboration of unactivated alkenes
enabled by nickel catalysis. Angew. Chem. Int. Ed. 58,
4612–4616 (2019).

50. Cao, J., Wu, H., Wang, Q. & Zhu, J. C–C bond activation enabled by
dyotropic rearrangement of Pd(IV) species. Nat. Chem. 13,
671–676 (2021).

51. Gurak, J. A. Jr, Yang, K. S., Liu, Z. & Engle, K. M. Directed, regio-
controlled hydroamination of unactivated alkenes via proto-
depalladation. J. Am. Chem. Soc. 138, 5805–5808 (2016).

52. Van De Water, R. W. & Pettus, T. R. R. o-Quinone methides: inter-
mediates underdeveloped and underutilized in organic synthesis.
Tetrahedron 58, 5367–5405 (2002).

53. Jensen, H. J., Webb, J. D. & Sigman, M. S. Advancing the mechan-
istic understanding of an enantioselective palladium-Catalyzed
alkene difunctionalization reaction. J. Am. Chem. Soc. 132,
17471–17482 (2010).

Article https://doi.org/10.1038/s41467-022-32726-x

Nature Communications |         (2022) 13:5059 9



54. Pathak, T. P. & Sigman, M. S. Applications of ortho-quinonemethide
intermediates in catalysis and asymmetric synthesis. J. Org. Chem.
76, 9210–9215 (2011).

55. Wallace, O. B., Lauwers, K. S., Jones, S. A. & Dodge, J. A.
Tetrahydroquinoline-based selectiveestrogen receptormodulators
(SERMs). Bioorg. Med. Chem. Lett. 13, 1907–1910 (2003).

Acknowledgements
We gratefully acknowledge National Key R&D Program of China
(2021YFA1500200), National Natural Science Foundation of China
(22171277, 22101291, 21821002), Shanghai Rising-Star Program
(20QA1411400), Shanghai Institute of Organic Chemistry, and State Key
Laboratory of Organometallic Chemistry for financial support. We also
thank H.C.C. for verifying the reproducibility of this work.

Author contributions
J.W. developed the reactions. S.S. and Y.W. assisted with the ligand
synthesis and substrate scope. P.W. conceived this concept and pre-
pared this manuscript with feedback from J.W.

Competing interests
The authors declare no competing interests.

Additional information
Supplementary information The online version contains
supplementary material available at
https://doi.org/10.1038/s41467-022-32726-x.

Correspondence and requests for materials should be addressed to
Peng Wang.

Peer review information Nature Communications thanks the anon-
ymous reviewers for their contribution to the peer review of this work.

Reprints and permission information is available at
http://www.nature.com/reprints

Publisher’s note Springer Nature remains neutral with regard to jur-
isdictional claims in published maps and institutional affiliations.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,
adaptation, distribution and reproduction in any medium or format, as
long as you give appropriate credit to the original author(s) and the
source, provide a link to the Creative Commons license, and indicate if
changes were made. The images or other third party material in this
article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not
included in the article’s Creative Commons license and your intended
use is not permitted by statutory regulation or exceeds the permitted
use, you will need to obtain permission directly from the copyright
holder. To view a copy of this license, visit http://creativecommons.org/
licenses/by/4.0/.

© The Author(s) 2022

Article https://doi.org/10.1038/s41467-022-32726-x

Nature Communications |         (2022) 13:5059 10

https://doi.org/10.1038/s41467-022-32726-x
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Construction of azaheterocycles via Pd-�catalyzed migratory cycloannulation reaction of unactivated alkenes
	Results and discussion
	Reaction optimization
	Mechanistic insights
	Substrate scope
	Applications

	Methods
	General procedure for Pd-catalyzed migratory cycloannulation of unactivated alkenes

	Data availability
	References
	Acknowledgements
	Author contributions
	Competing interests
	Additional information




