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Treatment  of  craniosynostosis  is complex  and has  greatly  progressed  in  recent  decades.  From  the  early
stages  in  the  1950s  to  today’s  most  recent  techniques,  surgeons  have  faced  the  challenge  of  overcom-
ing  the  deformities  often  caused  by  such  invasive,  complex  surgeries.  In  the  most  recent  years,  new
techniques  have  been  developed  that  address  surgical  sequelae,  including  those  of  surgery  performed
in  childhood.  After  a general  introduction  on  craniosynostosis,  the present  paper  describes  the  various
types  of  deformity  that  may  result  from  complex  surgery  and  offers  an  overview  of the various  tools
eywords:
raniosynostosis
rthognathic surgery
icortical bone split
one graft
raniofacial surgery

available  to  surgeons.  An  explanation  of each  indication  and  procedure  is given.
© 2019 Published  by  Elsevier  Masson  SAS.
ranioplasty

. Introduction

Craniosynostosis is a rare condition, described by Otto in 1830
nd defined as premature closure of one or more cranial sutures.
ncidence is 1 per 2,500 births per year [1,2]. In most cases (85%),
eformities are isolated (non-syndromic craniosynostosis) but in
5% are associated with other pathologies (congenital heart malfor-
ation, maxillofacial deformity, limb abnormality, etc.) or genetic

isorders [1].
Premature fusion of cranial sutures may  impact skull devel-

pment and intracranial pressure, especially in syndromic
raniosynostosis or synostosis of multiple cranial sutures [2,3].
oreover, Speltz et al. [4] showed that children with isolated cran-

osynostosis present mild cognitive deficiency.
Treatment is complex and has steadily progressed since cran-

ofacial surgery was introduced in the 1950s [5] and esthetic and

unctional issues were recognized. Primary surgery aims to reduce
ntracranial pressure and treat the resulting craniofacial distortions
nd asymmetry as well as possible. The most frequent complica-

∗ Corresponding author at: Service de Chirurgie maxillo-faciale et Plastique de le
ace, CHU Trousseau, Tours, 37044, France.

E-mail address: b.laure@chu-tours.fr (B. Laure).

https://doi.org/10.1016/j.neuchi.2019.09.009
028-3770/© 2019 Published by Elsevier Masson SAS.
tion following craniosynostosis surgery is incomplete correction of
deformities [2]. Long-term assessment is important, to improve our
results and develop additional treatments.

Residual deformities include deformities due to craniofacial
surgery (bone defect, temporal narrowing, scarring alopecia,
restricted mouth opening) [6] or secondary to asymmetric cran-
iofacial skull growth (orbital asymmetry, nasal deviation, upper
maxillary retrusion, asymmetric jaw). Despite surgery, bone
defects, temporal narrowing and frontal bossing can be observed
in patients with scaphocephaly [7]. Also, anterior plagiocephaly
causes nasal deviation and increased orbital roof height with
enophthalmos, and the chin tip of the mandible is displaced con-
tralaterally [2,6,8]. Patients with trigonocephaly show super lateral
depression of the orbital roof, bilateral temporal depression and
hypotelorism [2,6]. In syndromic craniosynostosis, complex resid-
ual deformities are observe, due to craniofacial disorders, including
those forming part of the syndrome. Exophthalmos and jaw retru-
sion linked to a dental malocclusion is frequently reported [9]. In
Saethre–Chotzen syndrome, patients present ptosis, lateral canthus
dystopia, lower hair line, and protruding ears [10,11].
These deformities entail severe esthetic and psychological prob-
lems, impacting the child’s development [12]. It is therefore
essential to treat these patients on a multidisciplinary basis and
to rehabilitate these asymmetries [13]. The aim of the present

https://doi.org/10.1016/j.neuchi.2019.09.009
http://www.sciencedirect.com/science/journal/00283770
http://crossmark.crossref.org/dialog/?doi=10.1016/j.neuchi.2019.09.009&domain=pdf
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https://doi.org/10.1016/j.neuchi.2019.09.009
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Fig. 2. Outcome of bilateral double Z-Plasty correction, bilateral transnasal can-
thopexy, rhinoseptoplasty via open approach with parietal bone graft on the nasal
dorsum and chin osteotomy with height reduction and advancement.
ig. 1. Fronto-nasal dysplasia sequelae with epicanthus, telecanthus and nasal
esidual deformity.

rticle is to describe the various maxillofacial tools available to
orrect these residual deformities.

. Lipostructure

Lipostructure consists in autologous fat transfer (AFT) to restore
olume in a defined area. In the Coleman technique [14], fat is
emoved through an atraumatic cannula from various areas such as
he periumbilical zone, inner side of the knees or thighs, flanks or
uttocks [15,16]. The fat is then centrifuged to separate it from the
il layer and from the hematic fraction, which are eliminated. The
at is then reinjected through a cannula into the area to be treated.
he technique is simple and minimally invasive, and corrects the
ongenital defects of the pathology, such as pterional hollows in
caphocephaly and trigonocephaly [17] or receding forehead in
xycephaly [18].

Castro Govea et al. [17] showed that lipoinjection is a good alter-
ative for improving fronto-orbital and temporal appearance in
esidual craniosynostosis deformities, with 92% successful results.
aurent et al. [19] showed that two operative steps are necessary to
et a satisfactory result; in their study, there were no complications.

In craniofacial surgery, lipostructure has to be performed with
are, to avoid residual bone defects [16,19].

. Eyelid correction

Ptosis is due to dehiscence or disinsertion of the muscle rais-
ng the upper eyelid (levator muscle) or an abnormality in muscle
trength. It can be corrected under local anesthesia, which enables
xact symmetric correction of the eyelid. In dehiscence, the leva-

or muscle is fixed to the tarsus via an upper palpebral approach
20]. In levator muscle dysfunction, frontal suspension is required
20], using a temporal or fascia lata strip fixed onto the tarsus via

 palpebral approach. The two sides of the strip are inserted in the Fig. 3. Scar enlargement in an adult patient.
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Fig. 5. Parietal apposition graft correction on left zygoma bone with crooked nose
rhinoplasty.
ig. 4. Left anterior plagiocephaly sequelae with facial asymmetry and left cheek-
one retrusion.

etroseptum to the frontal muscle just above the eyebrow. Postop-
ratively, patients have to raise their eyebrows raise their upper
yelids.

In internal canthal dystopia or telecanthus, transnasal can-
hopexy enables permanent stable fixation of the medial canthus,
sing a metallic wire [21].

In external canthal dystopia, lateral canthopexy is performed. A
arsal neo-tendon is fixed by a periosteal suture [22,23]. In craniofa-
ial malformation, a coronal approach is often required; the lateral
anthus is fixed to the temporal aponeurosis.

To correct epicanthus, double Z or Y-V plasty is performed [24]
Figs. 1 and 2).

. Hairline correction

To correct hairline lowering in Saethre-Chotzen syndrome, a
ask lift is performed via resection of a scalp strip by bicoronal

ncision, to raise the scalp line. In the same step, lateral canthopexy
an be performed to correct the antimongoloid anatomy observed
n these patients [25].

For patients with high hairline, such as patients with scapho-
ephaly, hairline lowering can be performed during a cranial vault
emodeling procedure, which allows broad access to the forehead
o decide on the level for the new hairline [26,27].

. Scarring alopecia

Scarring alopecia is a common presenting symptom in cranio-
acial surgery. Patients are often operated on in childhood when

he skull is growing faster, and scars consequently expand, causing
lopecia (Fig. 3).

Depending on the size of the alopecia area, various techniques
re available:

Fig. 6. Sequelae of left anterior plagiocephaly with eye dystopia and cheekbone
projection defect.
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Fig. 7. Correction via a parietal bone graft on left orbital floor and on zygoma.
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Fig. 9. Outcome of on-table bicortical split by saw: two grafts.

Fig. 10. Pre-operative CT-scan: frontal bone defect, supra-orbital depression after
trigonocephaly correction.
Fig. 8. Parietal bicortical bone harvesting.

skin resection and direct suturing to soft tissue expanders;
direct suturing, for limited alopecia with skin laxity;
for larger alopecia, local scalp flap (transposition, rotation or
advancement flap) or skin expansion [28].

For expanders, a subcutaneous inflatable silicon balloon is grad-
ally inflated, producing new skin with hair bulbs [29].

Scalp incisions have to be parallel to the hair follicles, to prevent
njury and alopecia [26].

. Rhinoseptoplasty
Nasal deviation is a classical deformity in craniosynostosis,
nd can be treated at any age. Several studies reported persis-
ent postoperative nasal angulation in 38% to 49% of patients
30,31].

Fig. 11. Result of bone defect correction via bicortical procedure with parietal bone
graft and supra-orbital parietal bone grafts.
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Fig. 12. Operative view of frontoparietal residual deformities after scaphocephaly
correction during childhood.
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Fig. 14. Saethre-Chotzen syndrome sequelae with frontal retrusion.
Fig. 13. Correction via external bone remodeling by burr.

Rhinoseptoplasty is most often performed at the end of the
rowth phase, at 18 years of age, if the deviation persists [32]. Some
eams correct frontonasal angulation by nasal osteotomies during
he fronto-orbital advancement procedure [33].

In unilateral coronal synostosis (anterior plagiocephaly), the
asal radix is deviated toward the fused suture and the tip of the
ose toward the contralateral side. In his book Plastic Surgery of the
rbit and Eyelids (Masson 1977), Paul Tessier described a fronto-
thmoido-naso-maxillary osteotomy for a patient with severe nasal
eformities. This osteotomy can be performed to correct nasal
eviation, associated with bone graft to project the zygoma and
upraorbital edge (Figs. 4 and 5).

. Auricle correction

Ear deformities are frequent in craniosynostosis, as part of cran-
osynostosis syndrome or simply they are frequent in the general
opulation [34]. Otoplasty is necessary to correct congenital ear
eformity and to improve cosmetic results. In Saethre-Chotzen syn-
rome, patients present small ears with prominent crus ear [35].

Numerous otoplasty techniques have been described to correct
rominent ears.

Otoplasty can be performed under general or local anesthesia,

epending on the patient’s age, via a retro-auricular incision. The
im is to weaken the helix cartilage, so as to be able to plicate it
nd bury the concha, which is securely attached to the premastoid
eriosteum [34].

Fig. 15. Correction via reverse frontal cranioplasty.
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Fig. 16. Summary of all procedures indi

. Bone defect: cortical bone graft

Bone graft to correct temporal bone defect or restore zygoma
rojection mainly uses parietal graft, as this is autologous, and
arvesting is simple and performed via the same approach. Bone
esorption is very low.

For monocortical parietal bone graft, the outer cortical table is
emoved from the venous sinus, 2 cm lateral to the sagittal suture
nd 1 cm behind the coronal suture. Using a combination of curved
nd straight osteotomes, the outer cortical bone graft is separated
rom the diploe. Figs. 6 and 7 show a hypoglobus and cheekbone
rojection defect treated by a monocortical procedure after bone
raft on the orbital floor and cheekbone.

Larger defects can be addressed by split calvarial bone graft.
onocortical parietal bone graft cannot be performed, because of

he difficulty of removing it without breaking it. Bicortical bone
raft is therefore performed. The bone is split on the surgical table
sing a saw in the diploe plane. The external part is used for the
one defect and the internal part replaced in its original position
Figs. 8 and 9).

To optimize symmetry, 3D printed cutting guides are avail-
ble commercially, calculating the dimensions of the bone sample
ccording to mirroring (Figs. 10 and 11).

It is also possible to produce bone implants to fill bone defects
f autologous graft cannot be performed, either by mirroring or
y 3D printing [36]. Some complications are reported with these

mplants: infection, exothermic reaction with burn injury, and arte-
acts in imaging [37], [38].

Some teams also use costal grafts to correct orbital and zygo-
atic deformities, considering them thinner and easier to harvest

39].
For frontal bone unevenness, bone remodeling can be performed

sing a burr (Figs. 12 and 13).
To correct major frontal retrusion, reverse frontal cranioplasty

an be performed [40] (Figs. 14 and 15).
. Orthognathic surgery

Some patients present craniofacial growth disorder of the jaw as
ell: maxillary retrusion, mandibular protrusion, open bite or jaw
to correct craniosynostosis deformities.

deviation. Orthognathic management (orthodontic treatment and
orthognathic surgery) is necessary. Follow-up has become of major
importance in the last 5–6 years, to prevent occlusion deformity.
In case of severe maxillary retrusion, distraction can be sched-
uled. However, in some cases monobloc advancement or Le Fort
III osteotomy are insufficient to correct malocclusion. Le Fort I
osteotomy can be performed in such cases to correct maxillary
retrusion [41]. In most cases, orthognathic surgery is considered at
the end of facial growth, at 15 to 18 years depending on the defor-
mity. The timing of the final orthognathic operation is important,
in that maxilla and mandible growth should be complete before
surgery [42]. Bi-maxillary surgery is often performed via a Le Fort
I osteotomy, with mandibular correction by bilateral sagittal split
osteotomy [43].

It is also possible to perform chin osteotomy to medialize the
chin, as in plagiocephaly.

10. Correction of limited mouth opening

Craniofacial procedures involve sectioning the temporalis mus-
cle. The resulting fibrosis and myositis give rise to the specific
complications in the form of limited mouth opening [44].

In case of limited mouth opening, a coronoidectomy can be per-
formed to restore mouth opening and improve daily life [44]. The
approach is intraoral; postoperative physiotherapy is required in
order to optimize mouth opening.

To prevent this complication, it is necessary to be meticulous
in the reconstruction of the temporalis muscle during the proce-
dure [45], and physiotherapy of mouth opening must be started
immediately [46].

11. Conclusion

Management of craniosynostosis involves a multidisciplinary
team (neurosurgeons and maxillofacial or plastic surgeons) for

global care [13]. Moreover, surgery planning and follow-up need
to take account of skull and facial growth for outcome to be satis-
factory. Because the face grows until an age of 18 to 20 years, the
patient needs to be followed up until this age and the team needs to
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nalyze functional and esthetic results in order to optimize future
rocedures.

Craniosynostosis involves numerous craniofacial deformities.
o treat residual craniosynostosis deformities, various tools have
een described (Fig. 16). Techniques differ in terms of operating
ime and invasiveness, but surgery is essential for the patient’s
uture comfort. Techniques can be associated in a single step: e.g.,
ombined hypertelorism and epicanthus correction, or rhinoplasty,
nlay graft and orthognathic surgery [43].

Because craniofacial deformities can have psychological and
ocial consequences, the child’s demands and opinions are impor-
ant to take into account in follow-up.

isclosure of interest

The authors declare that they have no competing interest.

cknowledgment

Thanks to Marie Leborgne-Larivière for English revision.

eferences

[1] Kreppel M, Kauke M,  Safi A-F, Grandoch A, Pocek-Behn N, Nickenig H-J,
et al. Clinical evaluation of non-syndromic scaphocephaly surgically cor-
rected with the procedure of total vertex craniectomy. J Craniomaxillofac Surg
2018;46(9):1465–9.

[2] Persing JA. MOC-PS(SM) CME  article: management considerations in the treat-
ment of craniosynostosis. Plast Reconstr Surg 2008;121(4 Suppl):1–11.

[3] Kajdic N, Spazzapan P, Velnar T. Craniosynostosis - Recognition, clinical char-
acteristics, and treatment. Bosn J Basic Med  Sci 2018;18(2):110–6.

[4] Speltz ML,  Collett BR, Wallace ER, Starr JR, Cradock MM,  Buono L, et al. Intel-
lectual and academic functioning of school-age children with single-suture
craniosynostosis. Pediatrics 2015;135(3):e615–23.

[5] Milestones in modern plastic surgery. The definitive plastic surgical treatment
of  the severe facial deformities of craniofacial dysostosis: Crouzon’s and Apert’s
diseases By Paul Tessier 1971. Ann Plast Surg 1987;18(4):330–51.

[6] Joly A, Paré A, Sallot A, Arsène S, Listrat A, Travers N, et al. Long-term assessment
of  suturectomy in trigonocephaly and anterior plagiocephaly. J Craniofac Surg
2016;27(3):627–30.

[7] Al-Shaqsi S, Zellner E, Ching J, Forrest C, Phillips J. The natural history of
cranial morphology in sagittal craniosynostosis. J Craniofac Surg 2018;29(4):
852–5.

[8] Wes  AM,  Mazzaferro D, Naran S, Bartlett SP, Taylor JA. Nasal root deviation in
unicoronal craniosynostosis: a craniometric analysis of early and late postop-
erative outcomes. J Craniofac Surg 2017;28(5):1220–3.

[9] Pagnoni M,  Fadda MT,  Spalice A, Amodeo G, Ursitti F, Mitro V, et al. Surgi-
cal  timing of craniosynostosis: what to do and when. J Cranio-Maxillofac Surg
2014;42(5):513–9.

10] Pelc A, Mikulewicz M.  Saethre-Chotzen syndrome: case report and literature
review. Dent Med  Probl 2018;55(2):217–25.

11] Friedman JM,  Hanson JW,  Graham CB, Smith DW.  Saethre-Chotzen syndrome:
a  broad and variable pattern of skeletal malformations. J Pediatr 1977;91(6)
[929-923].

12] Lovegrove E, Rumsey N. Ignoring it doesn’t make it stop: adolescents, appear-
ance, and bullying. Cleft Palate Craniofac J 2005;42(1):33–44.

13] Warren SM,  Proctor MR,  Bartlett SP, Blount JP, Buchman SR, Burnett W,  et al.
Parameters of care for craniosynostosis: craniofacial and neurologic surgery
perspectives. Plast Reconstr Surg 2012;129(3):731–7.

14] Coleman SR. Facial recontouring with lipostructure. Clin Plast Surg
1997;24(2):347–67.

15] Baptista C, Bertrand B, Philandrianos C, Degardin N, Casanova D. Autologous fat
grafting in children. Ann Chir Plast Esthet 2016;61(5):732–9.

16] Cervelli D, Tambasco D, Grussu F, Marianetti T, Gasparini G, Pelo S. Fat grafting
as  adjunct refinement procedure in craniosynostosis management. J Craniofac
Surg 2013;24(2):691–2.

17] Castro-Govea Y, Vela-Martinez A, Treviño-Garcia LA. Volumetric lipoinjec-

tion of the fronto-orbital and temporal complex with adipose stem cells
for the aesthetic restoration of sequelae of craniosynostosis. Arch Plast Surg
2018;45(2):128–34.

18] Rivoalan F. An oxycephaly deformation corrected with a fat tissue transplant.
Ann Chir Plast Esthet 2012;57(6):618–21.

[

e 65 (2019) 295–301 301

19] Laurent F, Capon-Dégardin N, Martinot-Duquennoy V, Dhellèmmes P, Pellerin
P.  Role of lipo-filling in the treatment of sequelae in craniosynostosis surgery.
Ann Chir Plast Esthet 2006;51(6):512–6.

20] Weaver DT. Current management of childhood ptosis. Curr Opin Ophthalmol
2018;29(5):395–400.

21] Laure B, Petraud A, Sury F, Goga D, Krastinova D. Transnasal canthopexy. Rev
Stomatol Chir Maxillofac 2010;111(1):36–42.

22] Georgescu D. Surgical preferences for lateral canthoplasty and canthopexy. Curr
Opin Ophthalmol 2014;25(5):449–54.

23] Olver JM.  Surgical tips on the lateral tarsal strip. Eye (Lond) 1998;12(Pt
6):1007–12.

24] Chen M,  Xiong M, Wang L, Guo Z, Lin H. Clinical analysis of epicanthus correction
with two  methods: Z-plasty and Y-V plasty. Zhonghua Zheng Xing Wai  Ke Za
Zhi 2016;32(1):21–5.

25] Flowers RS, Ceydeli A. The open coronal approach to forehead rejuvenation.
Clin Plast Surg 2008;35(3):331–51 [discussion 329].

26] Marten TJ. Hairline lowering during foreheadplasty. Plast Reconstr Surg
1999;103(1):224–36.

27] Wittig J, Duncan C. Improving the aesthetic outcome in scaphocephaly correc-
tion: hairline lowering during vault remodeling procedures. J Craniofac Surg
2017;28(4):920–3.

28] Desai SC, Sand JP, Sharon JD, Branham G, Nussenbaum B. Scalp reconstruc-
tion: an algorithmic approach and systematic review. JAMA Facial Plast Surg
2015;17(1):56–66.

29] Razzak MA, Hossain MS, Radzi ZB, Yahya NAB, Czernuszka J, Rahman MT.  Cel-
lular and molecular responses to mechanical expansion of tissue. Front Physiol
2016;7:540.

30] Prévot M, Marchac D, Renier D. Outcome of nasal deviation in plgiocaphaly
after bilateral frontocranial modeling in childhood. Ann Chir Plast Esthet
1996;41(1):58–67.

31] McCarthy JG, Glasberg SB, Cutting CB, Epstein FJ, Grayson BH, Ruff G, et al.
Twenty-year experience with early surgery for craniosynostosis: I Isolated
craniofacial synostosis–results and unsolved problems. Plast Reconstr Surg
1995;96(2):272–83.

32] Arnaud E, Paternoster G, James S, Morisseau-Durand M-P, Couloigner V, Diner
P,  et al. Craniofacial strategy for syndromic craniosynostosis. Ann Chir Plast
Esthet 2016;61(5):408–19.

33] Chepla KJ, Alleyne BJ, Gosain AK. Primary correction of nasal asymme-
try in patients with unilateral coronal synostosis. Plast Reconstr Surg
2014;134(2):294–300.

34] Schneider AL, Sidle DM.  Cosmetic otoplasty. Facial Plast Surg Clin North Am
2018;26(1):19–29.

35] Gallagher ER, Ratisoontorn C, Cunningham ML.  Saethre-Chotzen Syndrome.
In:  Adam MP,  Ardinger HH, Pagon RA, Wallace SE, Bean LJ, Stephens K, edi-
tors. GeneReviews® [Internet]. Seattle (WA): University of Washington, Seattle;
1993.

36] Day KM,  Gabrick KS, Sargent LA. Applications of computer technology
in  complex craniofacial reconstruction. Plast Reconstr Surg Glob Open
2018;6(3):e1655.

37] Alonso-Rodriguez E, Cebrián JL, Nieto MJ,  Del Castillo JL, Hernández-Godoy
J,  Burgueño M. Polyetheretherketone custom-made implants for craniofacial
defects: report of 14 cases and review of the literature. J Craniomaxillofac Surg
2015;43(7):1232–8.

38] Matsuno A, Tanaka H, Iwamuro H, Takanashi S, Miyawaki S, Nakashima M,
et  al. Analyses of the factors influencing bone graft infection after delayed
cranioplasty. Acta Neurochir (Wien) 2006;148(5):535–40 [discussion 540].

39] Song H, Park MC,  Lee IJ, Park DH. Correction of infraorbital and malar deficiency
using costal osteochondral graft along with orthognathic surgery in Crouzon
syndrome. J Craniofac Surg 2014;25(5):e449–51.

40] Rogers GF, Greene AK, Mulliken JB, Proctor MR,  Ridgway EB. Exchange cranio-
plasty using autologous calvarial particulate bone graft effectively repairs large
cranial defect. Plast Reconst Surg 2011;127(4):1631–42.

41] Laure B, Moret A, Joly A, Travers N, Listrat A, Krastinova D, et al. Orbitofrontal
monobloc advancement for Crouzon syndrome. J Craniomaxillofac Surg
2014;42(6):e335–8.

42] Kahnberg K-E, Hagberg C. Orthognathic surgery in patients with craniofacial
syndrome I. A 5-year overview of combined orthodontic and surgical correc-
tion. J Plast Surg Hand Surg 2010;44(6):282–8.

43] Kim BJ, Bae HS, Lee Y. One-stage treatment for adult patients with crouzonoid
appearance by orthognathic and face contouring surgery. J Craniofac Surg
2017;28(5):e441–4.

44] Qing-Gong M,  Si C, Xing L. Conservative treatment of severe limited mouth
opening after transtemporal craniotomy. J Craniofac Surg 2011;22(5):1746–50.

45] Oikawa S, Mizuno M, Muraoka S, Kobayashi S. Retrograde dissection of the tem-

poralis muscle preventing muscle atrophy for pterional craniotomy: Technical
note. J Neurosurg 1996;84(2):297–9.

46] Nitzan DW,  Azaz B, Constantini S. Severe limitation in mouth opening following
transtemporal neurosurgical procedures: diagnosis, treatment, and preven-
tion. J Neurosurg 1992;76(4):623–5.

http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0235
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0240
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0245
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0250
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0255
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0260
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0265
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0270
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0275
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0280
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0285
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0290
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0295
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0300
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0305
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0310
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0315
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0320
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0325
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0330
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0335
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0340
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0345
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0350
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0355
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0360
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0365
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0370
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0375
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0380
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0385
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0390
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0395
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0400
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0405
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0410
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0415
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0420
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0425
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0430
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0435
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0440
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0445
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0450
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0455
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460
http://refhub.elsevier.com/S0028-3770(19)30220-6/sbref0460

	Management of isolated and complex craniosynostosis residual deformities: What are the maxillofacial tools?
	1 Introduction
	2 Lipostructure
	3 Eyelid correction
	4 Hairline correction
	5 Scarring alopecia
	6 Rhinoseptoplasty
	7 Auricle correction
	8 Bone defect: cortical bone graft
	9 Orthognathic surgery
	10 Correction of limited mouth opening
	11 Conclusion
	Disclosure of interest
	Acknowledgment
	References


