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OZET
VIRAL ENFEKSIYONLARIN VE DIGER HASTALIKLARIN TEDAVISINE YONELIK
PIROLO[3,2-D]PiRIMIDIN DERIVATLARI

5 Bu bulug pirclo[3,2-d]pirimidin derivatlar, bunlann hazirlanmasina yonelik prosesler,
farmasoétik bilesimler ve bunlarin tedavisindeki kullanimlan ve/veya hastaliklarin

tedavisi ile ilgilidir.
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iISTEMLER

Formalin (1) bir bilesigi

R
HAN N
R')
N :
N
,\I\g\ Ra
Ra ()

ve bunlann farmasétik olarak kabul edilebilir tuzlan, solvatlarn veya polimerflan
olup, 2Z-amino-4-(N-bitilamino)-5-{alfametilbenzil)pirolo[3,2-d] pirimidinin harig
tutulmasi kosuluyla, 6zelligi

R+in H, florin veya metil;

Rz’nin H, halojen veya Ci.; alkil;

Rs'Un ariloksi, halojen, aril, alkilamino, dialkilamino, Cis alkil, karboksilik asit,
karboksilik ester, karboksilik amit, nitril veya Cis alkoksiden badimsiz olarak
segilen bir veya daha fazla slbstitlient ile ayrica istege badl olarak slibstitlte
edilen aril ile istege badl olarak siibstitlie edilen Ci. alkil; veya

Rs'lin istege bagl olarak Ci. alken ile stbstitlie edilen Ci.s alkil, Cs.7 sikloalkil
veya Car heterosikloalkil; veya

Rsy'un iste§e badl olarak ayrica aril ile substitie edilen Ci5 alkoksi ile istege
bagli olarak substitue edilen C15 alkil;

R4"0n hidroksil, C1.s alkoksi, C1.s alkil, Ca.7 sikloalkil, C..¢ alkenil, aril, istege bagh
olarak Ci alkil ile substitlite edilen heteroaril ve ayrica istege bagl olarak Ci.s
alkil ile siibstitite edilen Ci.7 sikloalkilden badimsiz olarak secilen bir veya daha

fazla slbstitiient ile istege badli olarak sibstitlie edilen C+.s alkil olmasidir.

istem 1'e goére formQlin (1) bir bilesigi olup, 6zelligi R3'Gn bir aril ile sibstitite
edilen (substitGe edilmis veya sibstitie edilmemis) bir metil grup ve Ry, Rz ve

R20n istem 1'de agiklandig gibi olmasidir.

istem 1'e gdre formiliin (I) bir bilesigi olup, 6zelligi Rs ve Rylin istem 1'de
aciklandidi gibi ayrica istede bagdli olarak substitlie edilen, bir aril ile stUbstitiie

edilen bir C1.5 alkil olmasidir.
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istem 1’e gére formiiliin (1) bir bilesidi olup, dzelligi Ry'in florin, R2’nin hidrojen

ve R; ve Ry'Un istem 1°de aciklandidi gibi olmasidir.

Bir veya daha fazla farmasdétik olarak kabul edilebilir eksipiyan, seyreltici veya
tasiyici ile birlikte istem 1’e gbre formulin () bir bilesigini veya bunun
farmasotik olarak kabul edilebilir bir tuzunu, solvatini veya polimorfunu igeren

bir farmasotik bilegimdir.

istem 1’e gére bir ilag olarak kullanima yénelik, formiiliin (1) bir bilesigi veya
bunun farmasdtik olarak kabul edilebilir bir tuzu, solvati veya polimorfu veya
istem 5’e gore formulin (I} s6z konusu bilesigini veya bunun farmasotik olarak
kabul edilebilir bir tuzunu, solvatini veya polimorfunu iceren farmasdtik bir

bilesimdir.
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TARIFNAME
VIRAL ENFEKSIYONLARIN VE DIGER HASTALIKLARIN TEDAVISINE YONELIK
PiROLO[3,2-D]PIRIMIDIN DERIVATLARI

Bu bulug pirolo[3,2-d]pirimidin derivatlar, bunlarin hazirlanmasina yoénelik prosesler,

farmasotik bilegimleri ile ilgilidir.

Mevcut bulus pirolo-pirimidin derivatlari, daha spesifik olarak viral enfeksiyonlarin,
bagisikhk veya infamatuvar bozukluklarin tedavisinde kullanilabilen pirolo[3,2-
d]pirimidin derivatlari ile ilgilidir, burada toll benzeri reseptérlerin {TLR’ler) modiilasyonu
veya agonizmasi) dahildir. Toll-Benzeri Reseptérler hir korunan bdlge igeren
ekstraseluler 1&sin zengini bir alan ve bir siktoplazmik uzanti ile karakterize edilen
primer transmembran proteinlerdir. Kalitsal bagisikhk sistemi beliri  badisiklik
hiicrelerinin hiicre yiizeyinde ifade edilen TLR’ler yoluyla patojen iliskili molekiler
modelleri igerebilir. Yabanci patojenlerin taninmasi sitokinlerin Uretimini ve fagositler
ustiinde yardimci uyaran molekullerinin yukar dogru diizenlenmesini aktive eder. Bu T

hicresi davranisinin modilasyonuna yol acar.

Memeli tirlerinin ¢gogunda on ila on bes Toll benzeri reseptdr bulunur. Insanlarda ve
farelerde birlikte on U¢ TLR (basit bir sekilde TLR1 ila TLR13 olarak adlandinlir) tespit
edilmistir ve bunlarin gogunun esdeger formlan diger memeli tiirlerinde bulunmustur.
Ancak, insanlarda bulunan bazi TLR'lerin esdegerleri tiim memelilerde bulunmaz.
Ornegin, insanlardaki TLR 10’a benzer bir proteini kodlayan bir gen farelerde bulunur,
fakat gecmiste bir noktada retrovirils ile zarar gérmis olmahdir. Diger taraftan,
farelerde higbiri insanlarda bulunmayan TLR 11, 12 ve 13 yer alr. Diger memeliler
insanlarda bulunmayan TLR’ler icerebilir. Diger memeli olmayan turler, Takifugu kirpi
balidinda bulunan TLR 14 ile gosterilen memelilerden farkli TLR’lere sahip olabilir. Bu
insan kaltsal badisikliginin modelleri olarak deneysel hayvanlan kullanma prosesini

karmasiklastirabilir.

Toll benzeri reseptorler ile ilgili incelemeler hakkinda bilgi almak amaciyla, asagidaki
makalelere bakabilirsiniz. Hoffmann, J.A., Nature, 426, p33-38, 2003; Akira, S.,
Takeda, K., and Kaisho, T., Annual Rev. Immunology, 21, p335-376, 2003; Ulevitch, R.
J., Nature Reviews: Immunology, 4, p512-520, 2004.
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Toll Benzeri reseptorlerdeki aktiviteyi belirten bilesikler WQO2000006577 icinde
heterosiklik derivatlar, WO 98/01448 ve WO 99/28321 icinde adenin derivatlar ve WO
2009/067081 icinde pirimidinler olarak énceden ac¢iklanmigtir.

Baz viral enjeksiyonlarin tedavisinde, hepatit C virisinde (HCV) oldugu gibi dizenli
interferon {IFN-alfa) enjeksiyonlar uygulanabilir (Fried et. al. Peginterferon-alfa plus
ribavirin for chronic hepatitis C virus infection, N Engl J Med 2002; 347. 975-82). Oral
olarak uygulanabilen kigilk maolekil IFN indlkleyicileri azalan iminojenisite ve
uygulama kolayhdi gibi potansiyel avantajlar sunar. Bu yizden, yeni IFN indUkleyicileri
viris enfeksiyonlari tedavi etmeye ybénelik potansiyel olarak etkili yeni sinif ilaglardir.
Antiviral etkiye sahip IFN indukleyicide bir kiicik molekul literaturinde bir 6rnek gérmek
amaciyla bakiniz De Clercq, E.; Descamps, J.; De Somer, P. Science 1978, 200, 563-
565.

Bazi kanser tirlerinin tedavisinde dider ilaglar ile birlikte hastalara interferon alfa da
verilir {Eur. J. Cancer (46) p 2849-57 ve Cancer Res. 1992 (52) p.1056). TLR 7/8
agonistleri belirtilen Th1 tepkisi indlkleme &zellikleri nedeniyle agi adjuvanlar olarak da
dnemlidir (Hum.Vaccines, 2009 (5), 381+394).

Ancak, dnceki teknigin bilesikleri ile karsilastinlidiginda tercih edilen selektiviteye ve
iyilestirilmis bir glvenlik profiline sahip olan Toll Benzeri reseptdr modulatorlerine

yonelik kuvvetli bir ihtiyag da bulunur.

Mevcut bulus uyarinca bir formuliin (1) bilesigi

Ry
H-N N
D
N\ N e
NH R
R (I

ve bunlann farmasdtik olarak kabul edilebilir tuzlar, solvatlari veya polimorflar
saglanir, burada 2-amino-4-(N-bitilamino)-5-{alfametilbenzil)pirolo[3,2-d] pirimidinin

harig tutulmasi kosuluyla

R4, H, florin veya metildir;
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Rz, H, halojen veya C1.3 alkildir;

Rj ariloksi, halojen, aril, alkilamino, dialkilamino, heterosikloalkil, C15 sikloalkil, C1.s
alkil, karboksilik asit, karboksilik ester, karhoksilik amit, nitril veya Css alkoksiden
bagimsiz olarak secilen bir veya daha fazla sibstitlent ile ayrica istede badh olarak

silbstitiite edilen aril ile isted§e bagh olarak siibstitiie edilen C+.; alkildir; veya

Rs iste§e bagh olarak Ci alken ile siibstitlie edilen Ci5 alkil, Cs.7 sikloalkil veya Cs.7

heterosikloalkildir; veya

Rj istege bagh olarak ayrica aril ile substitie edilen Cq alkoksi ile istege bagh olarak

sUbstitlie edilen C45 alkildir:

R+ hidroksil, Ci.s alkoksi, C1s alkil, Ca.7 sikloalkil, Cz.s alkenil, aril, istede badh clarak Ci.
¢ alkil ile siibstitiite edilen heteroaril ve ayrica istege bagdl olarak C+.5 alkil ile stbstitlite
edilen Cs.7 sikloalkilden bagimsiz olarak segilen bir veya daha fazla substitlient ile

istede bagh olarak sibstitiie edilen Ci.q alkildir.

Tercih edilen bilesikler formuldnkilerdir (1), burada R: bir aril ile sUbstitite edilen
(substitle edilmis veya slibstitiie edilmemis) bir Ci3 alkil gruptur ve Ry, Rz ve Ry

yukarida agiklandigi gibidir.

Bir ikinci dizenlemede, formuldn (1) bilesikleridir, burada Rz ve R4 bir aril ile stbstitie

edilen, ayrica iste§e bagh olarak yukari aciklandigi gibi stbstitlie edilen bir Cy.3 alkildir.

Bir diger diuzenlemede formulun (1} bilesikleridir, burada R, hidrojen, R: florin ve R; ve

R4 yukarnida aciklandigi gibidir.

Diger tercih edilen diizenlemeler formiiliinkilerdir (1), burada Ry florin ve Rz hidrojen ve

Rz ve R4 yukarnda agiklandigi gibidir.

Asadidaki numaralara sahip olan (# 89, 94, 101, 144, 154, 156, 175, 192, 209, 213 ve
215) Tablo | ve II'de siralanan bilesikler, burada aciklanan bulugsa gore ozellikleri

nedeniyle 6zellikle dnemlidir.
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Farmdalin (1) bilesikleri ve farmasétik olarak kabul edilebilir tuzu, solvat veya polimorfu
farmasotikler olarak, 6zellikle Toll-Benzeri Reseptor (dzellikle TLRY ve/veya TLRS8)

olarak aktiviteye sahiptir.

Bir diger agida mevcut bulus formdlin (1) bir bilesigini veya farmasétik olarak kabul
edilebilir bir veya daha fazla eksipiyan, seyreltici veya tasiyicisi olan bir bilegigini veya
bunun farmasétik olarak kabul edilebilir bir tuzunu, solvatini veya polimorfunu igeren bir

farmasotik bilesim saglar.

Ayrica, mevcut buluga gbre formilin (1) bir bilesigini veya bunun farmasdtik olarak
kabul edilebilir bir tuzu, solvati veya polimorfunu veya s6z konusu formulan (1) bilegigini
veya farmasdtik olarak kabul edilebilir bir tuzunu, solvatini veya polimorfunu igeren

farmasotik bir bilesim bir ilag olarak kullanilabilir.

Formalin (1} bir bilesigi veya farmasdétik olarak kabul edilebilir bir tuzu, solvati veya
polimorfu veya stz konusu formiliin (1} bilesigini veya farmasdétik olarak kabul edilebilir
tuzu, solvati veya polimorfunu iceren sz konusu farmasétik bilesim TLR7 ve/veya
TLR8'in moddlasyonunun yer aldidi herhangi bir bozuklugun tedavisinde uygun bir

sekilde kullanilabilir.

"Alkil" ifadesi belirtilen sayida karbon atomunu igeren bir diiz zincir veya dallara

ayrilmis zincir doymus alifatik hidrokarbona refere eder.

"Halojen" ifadesi florin, klorin, bromin veya iyodine refere eder.

"Alkenil" ifadesi en az iki karbon atomu ve en az bir karbon-karbon ikili badindan

olusan yukarida belirtildigi gibi bir alkil igerir.

"Sikloalkil" ifadesi belirtilen sayida karbon atomunu igceren karbosiklik bir halkaya refere

eder.

"Alkoksi" ifadesi metoksi grubu veya etoksi grubu gibi oksijen benzerine tekli bagh bir

alkil (karbon ve hidrojen zinciri) gruba refere eder.
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"Aril" ifadesi N, O ve S'den, &zellikle N ve O'dan segilen istede badh olarak bir veya iki
heteroatomu iceren bir aromatik halka yapisi anlamina gelir. 56z konusu aromatik
halka yapis1 5, 6 veya 7 halka atomuna sahip olabilir. Ozellikle, séz konusu aromatik
halka yapisi 5 veya 6 halka atoma sahip olabilir. S6z konusu aromatik halka yapisi
bisiklik yaply! destekleyen bir bagka aril halka yapisina da baglanabilir (6rnekler
asagidakiler ile sinirli olmamak kaydiyla sunlari igerir: kinolin, izokinolin, kinazolin,

benzoksazol).

"Ariloksi" ifadesi bir aromatik halka yapisina refere eder. S6z konusu aromatik grup

oksijene tekli baghdir (drnegin fenoksi).

“Alken” ifadesi en az bir karbon-karbon ikili badini iceren belirtilen sayida karbon

atomunu igeren doymanmis bir hidrokarbon zincirine refere eder.

"Heterosiklik" ifadesi doymus veya kismen doymus moleklllere refere eder ve
tetrahidrofuran, dioksan veya diger siklik eterleri igerir. Nitrojen igeren heterosiklikler
arasinda 6rnegin azetidin, morfolin, piperidin, piperazin, pirolidin ve benzeri yer alrr.

Diger heterosiklikler dmedin tiomorfalin, dioksolinil ve siklik silfonlari igerir.

Formalin (1} bilesiklerinin farmasétik olarak kabul edilebilir tuzlan asit katkisini ve
bunun baz tuzlarini igerir. Uygun asit katki tuzlan toksik olmayan tuzlarn olusturan
asitlerden olusturulur. Uygun baz tuzlan toksik olmayan tuzlan olusturan bazlardan

olusturulur.

Bulusun bilesikleri ayrica, solvatlanmamis ve solvatlanmig formlarda mevcut olabilir.
"Solvat" ifadesi burada bulugun bilesidini ve bir veya daha fazla farmasétik olarak kabul
edilebilir solvent molekdlind, drnedin etanoll igeren bir molekiler kompleksi agiklamak

uzere kullanilr,

"Polimorf" ifadesi bulusun bilesiginin birden fazla formda veya kristal yapida bulunma

Ozelligine refere eder.

Mevcut bulusun bilegikleri kristalin - veya amorf JGrinler olarak uygulanabilir.
Presipitasyon, kristalizasyon, dondurarak kurutma, sprey kurutma veya buharla

kurutma gibi yéntemler ile érnegin kati dolgu maddeleri, tozlar veya filmler clarak elde
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edilebilirler. Tek basina veya bulusun bir veya daha fazla bilesidi ile kombinasyon
halinde veya bir veya daha fazla dider ilag ile kombinasyon halinde uygulanabilirler.
Genellikle, bir veya daha fazla farmasdtik olarak kabul edilebilir eksipiyan ile birlikte bir
formdlasyon  olarak  uygulanirar. Burada  "eksipiyan" ifadesi  bulusun
bilesiginden(bilesiklerinden) baska herhangi bir icerik maddesini agiklamak (zere
kullanilir. Eksipiyan segimi blyik él¢lide 6zel uygulama modu, eksipiyanin ¢gézinurlige

ve stabiliteye etkisi ve dozaj formunun dogdasi gibi faktorlere baglhdir.

Mevcut bulusun veya bunun herhangi bir alt grubunun bilesikleri uygulama amagclarina
yonelik olarak cesitli farmasdtik formlarda formile edilebilir. Uygun bilesimler olarak
genellikle sistematik bir sekilde kullanilan ilaglari iceren tim bilegimler belirtilehilir. Bu
bulusun farmasdétik bilesimlerini hazirlamak (zere, dzel bilesidinin etkili bir miktar,
istege bagll olarak katki tuzu formunda, aktif icerik maddesi olarak farmasotik olarak
kabul edilebilir bir tasiyici ile siki bir karisim halinde kombine edilir, bu tasiyici
uygulamaya yonelik istenen preparat formuna baglh olarak ¢ok gesitli formda olabilir. Bu
farmasotik bilesimlerin érnedin oral, rektal veya perkiitan uygulama agisindan uygun
birim dozaj formunda olmasi tercih edilir. Ornegin oral dozaj formunda bilesimlerin
hazirlanmasinda sispansiyonlar, suruplar, eliksider, emilsiyonlar ve solisyonlar gibi
oral sivi preparatlar durumunda drnegin su, glikoller, yaglar, alkoller ve benzeri veya
tozlar, haplar, kapsiller ve tabletler durumunda nisastalar, sekerler, kaclin, seyrelticiler,
yvaglayicilar, baglayicilar, dagitici ajanlar ve benzeri gibi kati tasiyicilar gibi herhangi bir
genel farmasotik ortam kullanilabilir. Uygulamadaki kolay kullanimi nedeniyle tabletler
ve kapsuller en avantajli oral dozaj birim formlarini temsil ederi bu durumda kati
farmasétik tasiyicilar belirgin sekilde kullanilir. Ayrica kullanimdan hemen énce sivi
formlara dénustirilebilen kati form preparatlart da bulunur. Perkitan uygulamaya
yonelik uygun bilegimlerde, tasiyici istege bagh olarak, az oranlarda herhangi bir
yapidaki uygun katki maddesi ile istede badl olarak kombine edilen bir penetrasyon
arttirma ajani vefveya uygun bir i1slatma ajani igerir, bu katki maddeleri deriye karsi
Onemli zararh bir etkiye neden olmaz. Sz konusu katki maddeleri deriye uygulanmayi
kolaylastirabilir ve/veya istenen bilesimleri hazirlamaya yararli olabilir. Bu bilesimler
drnegin transdermal bir yol olarak, tam yerine uygulama olarak, bir merhem seklinde
¢esitli yollarla uygulanabilir. Meveut bulusun bilegikleri bu yéntem ile uygulamaya
yonelik teknikte kullanilan yéntemler ve formilasyonlar yardimiyla inhalasyon veya
insuflasyon yoluyla da uygulanabilir. Boylece, genelde mevcut bulusun bilegikleri bir

sollsyon, stspansiyon veya kuru toz formunda cigerlere uygulanabilir.
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Yukarida aciklanan farmasotik bilesimlerin uygulama kolayli§i ve dozaj homojenligi
bakimindan birim dozaj formunda formile edilmesi o6zellikle avantajidir. Burada
kullanilan birim dozaj formu, birim dozaj formlari olarak uygun olan fiziksel agidan ayn
birimlere refere eder, her bir birim gerekli farmasoétik tasiyici ile iligkili olarak istenen
terapdtik etkiyi (iretmek (lizere hesaplanan aktif bilegsenin 6nceden belirlenen bir
miktarini igerir. Bu tlr birim dozaj formlannin oérnekleri, tabletleri (¢gentiklenmis veya
kaplanmis tabletler), kapsiiller, haplar, toz paketler, pullar, supozituvarlar, enjekie

edilebilir solisyonlar veya stspansiyonlar ve benzeri ve bunlarin aynimis katlandir.

Bulasici hastaliklarin tedavisinde uzman Kkigiler, buradan sonra sunulan test
sonuglarindan etkili miktan kolay bir sekilde belirleyebilecektir. Genellikle etkili bir
gunlik miktarin 0.01 mg/kg ila 50 mg/kg vacut agirhdil, daha ¢ok tercih edildigi tzere
0.1 mg/kg ila 10 mg/kg vicut adirhg arasinda olmasi beklenir. Gerekli dozun glin
boyunca uygun araliklarda iki, (g, dort veya daha fazla alt dozlar olarak uygulanmasi
uygun olabilir. S6z konusu alt dozlar éredin birim dozaj formu basina drnegin 1 ila
1000 mg, ozellikle 5 ila 200 mg aktif igerik igeren birim dozaj formlar olarak formile

edilebilir.

Uygulamanin tam dozaji ve sikli§), teknikte uzman kisilerce iyi bilindigi (izere kullanilan
formdlin (1) Ozel bilesigine, tedavi edilen belirli duruma, tedavi edilen durumun
ciddiyetine, beliri hastanin yas, agirlik ve genel fiziksel durumu ve ayrica bireyin aldidi
diger ilag tedavisine baglidir. Ayrica etkili giinlik miktarin tedavi edilen kiginin yanitina
bagll olarak ve/veya mevcut buluga ait bilesikleri regete ile wveren hekimin
degerlendiriimesine bagh olarak dusgurilebildigi veya artinlabildigi bilinir. Bu yluzden
yukarida belirtilen etkili miktar araliklan sadece anahatlan saglamaya yoneliktir ve

bulusun kapsamini veya kullanimini higbir sekilde sinirlamay) amacglamaz.

Deneysel Bolim
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Semadaki (1) tip {A) bilesikleri bir polar aprotik solvent, drnegin DMF kullanilarak benzil
bromitler ile alkillenebilir. Alkil halitlerin ara Grtin {A) ile reaksiyonu daha kuvvetli bir baz
(6rnedin sezyum karbonat) ve muhtemelen daha uzun bir reaksiyon slresi ve/veya
daha ylksek sicaklik gerektirir. Tipte (C) bilesikler olusturmak Gzere ara Urindeki (B)
klorinin bir amin ile dedgistiriimesi aminoalkoller ile gozlendidi gibi daha fazla 1sitma
veya uzun reaksiyon siresi gerektirebilir (aminoalkollerin hazirlanmasi hakkinda bilgi
alma amaciyla WO2009067081 ve W02008147697’ye refere edin). Ara Ur(indeki (B)
klorinin bir amin ile degistiriimesi oda sicakliginda bir polar solvent (6rnegin DMF veya
asetonitril) icinde de gerceklesebilir. Reaksiyonda (B'den C’ye) destek olmak amaciyla
asagidakiler ile simirh olmamak kaydiyla cgesitli bazlar kullanilabilir: trietilamin,
diizopropilamin, sezyum karbonat, pctasyum karbonat veya sodyum hidrit. Ara driin (D)
ile ifade edilen bilesiklerdeki azido grubun azalmasi bir hidrojen atmosferinde Pd/C
ustinden de gergeklesebilir. Florin iceren ara Grunler (B, C ve D) slbstitie edilmemis
analoglar gibi ayni protokoller altinda sibstitie edilebili, bu yizden acgiklanan

reaksiyon semalari her iki bilesik tlrinde de gecerlidir.

Ara urdin B’nin hazirlanmasi
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50 mL’lik bir viyale, 2,4-dikloro-5H-pirolo[3,2-d]pirimidin [CAS 63200-54-4] (1 g, 5.319
mmol), DMF (10 mL}, DIPEA (2.75 mL, 16 mmol) ve benzil bromur (0.7 mL, 5.85 mmal)
koyulmustur. Viyal kapatilmistir ve 16 saat boyunca oda sicakliginda ¢alkalanmigtir.
Solventler azaltlmis basing altinda gikanlimistir,. Ham Grin heptan ila etil asetat
gradiyent kullanillarak silika jel siUtun kromatografisi yoluyla saflastinlmistir. En iyi

kesitler toplanmis ve B'yi sadlamak Uzere azaltilmig basing altinda solventler

cikarilmistir.
LC-MS (M+H) m/z = 278

Ara liriin B2'nin hazirlanmasi

cl \\\
Cs,C0,

arrarsz CTUF

70°C Zssat

G N
C o NG
\‘}4N| A\ BrN N.s m
”‘Vr> . N
N
cl H
B2

Bir manyetik karistirma ¢ubugu bulunan 50 mL'lik bir viyale, A {50 mg., 0.27 mmol),
susuz DMF {1 mL), sezyum karbonat (0.252 g, 0.8 mmol) ve sonra 2-bromoetil metil
eter (0.03 mL, 0.22 mmol) koyulmustur. Balon kapatiimis ve reaksiyon 2 saat boyunca
70°C’de kanstinlmaya birakilmistir. Solventler azaltilmis basing altinda c¢ikarilmistir.
Ham Grln heptan ila etil asetat gradiyent kullanilarak silika jel sutun kromatografisi
yoluyla saflastinlmistir. En iyi kesitler toplanmis ve B2'yi sadlamak lzere azaltlmig

basing altinda solventler gikariimistir.
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LC-MS (M+H) m/z = 246

Ara urin C’nin hazirlanmasi

Cl
Ci Y,N
=N p
J J]\r \ /\/\NH:. N . I -\B
N
N _ - \
/ = NH Ty
2 -~
Cl \\'{:/) 22e55" ; \(T)
100°C, -5 =33t S~
B8 Cc

Bir manyetik karistirma gubudu bulunan 50 mL’lik bir yuvarlak tabanh balona, B (1.4 g,
1+ 5.03 mmal), n-batilamin {0.59 mL, 6.04 mmol) ve 1.4-dioksan (5 mL) koyulmustur.
Balonda bir reflil kondensatdr kullanimigtir ve 16 saat boyunca 100°C’'de kanigtinlarak
isitilmistir. Oda sicakligina sogutulduktan sonra, solventler azaltilmis basing altinda
glkanimigtir. Ham 0Oriin heptan ila etil asetat gradiyent kullanilarak silika jel situn
kromatografisi yoluyla saflastinimigtir. En iyi kesitler toplanmis ve C’yi saglamak (izere

15  azaltlmis basing altinda solventler ¢ikarilmistir.

LC-MS (M+H) m/z = 315

Ara (irin D’nin hazirlanmasi

20
CI\ N Nig N
?’,r/ !\f"}, s Y
TN o

~NH = NaN, NH
///r \'{;\ NMPIH,O. 841 /”f |

170°C, © =33t
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Bir manyetik karnistirma gubugdu bulunan bir cam viyale, C (1 g, 3.18 mmol), sodyum
azit (0.62 g, 9.53 mmol) ve NMP:su {9:1, 4 mL) koyulmustur. Cam viyal kapatiimis ve
kansgim 5 saat boyunca kanstinlarak 170°Cye isiilmistir.  Oda  sicakhdina
sodutulduktan sonra, karisim etil asetat {20 mL) ile seyreltimis ve su (5 x 15 mL}) ile
yikanmistir. Organik katman magnezyum sulfat ile kurutulmus, kati maddeler filtrasyon
ile gcikariimistir ve filtratin solventleri azaltilmig basing altinda ¢ikarilmistir. Ham Griin
heptan ila etil asetat gradiyent kullanilarak silika jel situn kromatografisi yoluyla
saflastinimigtir. En iyi kesitler toplanmis ve D'yi sadlamak lzere azaltilmis basing

altinda solventler ¢ikanimigtir.

LC-MS (M+H) m/z = 322

1’in Hazirlanmasi

Nag N ) ?;N
ZJT Y " W’}
N 7N
o i PPh siwzz- s NH \\‘/}“
o T 120°C s e e i
/" L /

Bir manyetik karistirma ¢ubudu bulunan cam viyale, D (100 mg, 0.311 mmol), 1,4-
dioksan (4 mL), su (1 mL) ve trifenilfosfin (245 mg, 0.93 mmol) koyulmustur. Cam viyal
kapatimis ve karigim 48 saat boyunca kanistinlarak 120°C'ye isiilmigtir. Oda
sicakliina sogutulduktan sonra, solventler azaltilmis basing altinda ¢ikariimigtir. Ham
uriin diklorometan gradiyent icinde diklorometan %10 metanol kullanilarak silika jel
sutun kromatografisi yoluyla saflagtinimistir. En iyi kesitler toplanmis ve 1'i saglamak

Uzere azaltiimis basing altinda solventler cikariimistir.

LC-MS (M+H) m/z = 296

86’nin Hazirlanmasi
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Bir manyetik kanstirma cubugu bulunan cam viyale, 1 (110 mg, 0.372 mmol),
nitrometan (1.5 mL) ve selektflor (198 mg, 0.56 mmol) koyulmustur. Cam viyal
kapatimis ve karigim 16 saat boyunca oda sicakhginda karnstinimistir. Solventler
azaltlmig basing altinda gikanlmistir. Ham CGriin ters azaltimis basing altinda
saflagtinlmigtir. En iyi kesitler toplanmig ve 86'yi saglamak (zere azaltlmis basing

altinda solventler ¢cikariimigtir.

Ara urdin E'nin hazirlanmasi

CJYN F
] - { ’\S
A N . )
Szaatin N
CH{NO- a N
fSE IR TR E
4% £33t
E

Bir manyetik kangtirma c¢ubudu bulunan cam viyale, A (600 mg, 3.19 mmol),
nitrometan (10 mL) ve selektflor (5.67 g, 16 mmol) koyulmustur. Cam viyal kapatiimig
ve karisim 48 saat boyunca oda sicakliginda kanstinimistir. NaHCOs {doymus akdz,
10 mL) eklenmis ve etil asetat {3 x 15 mL) ile aynistinlmistir. Organik katmanlar
toplanmig, magnezyum sulfat ile kurutulmus, kati maddeler filtrasyon ile ¢ikarilmis ve
sonraki adimda kullanildigi gibi E’yi sadlamak (izere filtratin solventi azaltilmis basing

altinda cikanimisgtir.

LC-MS (M+H) m/z = 206

Ara uridn G’nin hazirlanmasi
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HN HN s
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335 T TEK3ros, )/
*2 s53t
F G
Adim 1.

5 Ara Urin (F), WO2010006025'in 44. sayfasinda semadaki (3) bilesigi (9) hazirlamak
Uzere kullanilan ybnteme gére hazirlanmigtir. Bunun tek istisnasi asetil grup

trimetilasetil grupta kullamimistir.

Adim 2. Ara Griin G’nin hazirlanmasi
10
Bir manyetik karigtirma gubugu bulunan 50 mL’lik cam viyale, F (200 mg, 0.97 mmol),
susuz DMF (5 mL), DBU (0.435 mL, 2.91 mmol) ve BOP (536 mg, 1.2 mmol)
koyulmustur. Reaksiyon karigimi birkag dakika boyunca karigtirildiktan sonra bir
soliisyon haline gelir, sonra n-bltilamin (0.48 mL, 4.85 mmol) eklenmis ve karistirma
15 oda sicakliginda 16 saat boyunca devam eder. Solvent azaltlmis basing altinda

¢ikarilmig ve ham urun ters faz kromatografisi ile saflastinimigtir.

LC-MS (M+H) m/z = 262

Sema 2. Tum reaksiyon semasi

- . iy ol - LMt
n t. c —+0 n ..M. C - ) " L= Fo e U
P o~ ~ R ~ e ? - “ '
g - LTYY . T - 1
P T e AN U v ] = [N
" \’/, C paiee N Lo J i 1
H E o AR 3 ¢ e A" 4w
<l AL A ? E R R
X v z

20

Genel prosedir. Semadaki (2) tip (X) bilesikleri bir polar aprotik solvent, 6medin THF
icinde Mitsunobu kosullan  kullarmilarak alkoller ile fonksiyonellestirilebilir.  Metil

karbamatin klevajl ara arind (£) olusturmak Uzere 1,4-dioksan icinde temel kosullar
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altinda gergeklestirilmistir. Formdilin (1) bilesiklerini olusturmak (zere ara Urindeki {Z)
klorinin bir polar solvent (6rnedin NMP) icindeki bir amin ve bir baz (dérnegin NaH) ile

degistirilmesi gerceklestiriimistir.

Ara urin X’in hazirlanmasi

S

N= ©
o Wk =
H O /% 0—  HN POCI, AN
N _ SN o — NOQ
N/ HOAC | A A~ oipea c;/“N”“N’LLo/
o NaOCH, CH,OH  HOT "NT N 707 o oy H
? %35 5 z3aifcza " zast 70'C

3-Amina-2-etoksikarbonilpirol hidroklorir (25.8 g, 135.3 mmol) diklorometan ve doymus
NaHCO; arasinda ayrilmig, MgSOs ile kurutulmug ve kurutuluncaya kadar
buharlastirilmigtir. Kalinti 1,3-bis(metoksikarbonil)-2-metil-2-tiopsédotre (32.1 g, 156
mmol) ve asetik asit (39 mL, 677 mmol) ile birlikte metanol i¢inde ¢ézindurilmis ve
oda sicakliginda 1 saat boyunca karigtirilmigtir. Bir presipitat ortaya ¢ikmigtir ve
karistirma gece boyunca devam ettirilmistir. Sodyum metoksit (73.1 g, 1353 mmal)
eklenmigtir. Bir egzoterm gozlenmis ve reaksiyon kansimi gece boyunca kanstirilmigtir.
Reaksiyon kargimi asetik asitin eklenmesi yoluyla pH 5 derecesine getirilmis ve
presipitat filtrelenmis, su (2 x 350 mL), asetonitril (1 x 350 mL) ve diizopropileter (1 x
350 mL) ile toz haline getirilmistir. Elde edilen metil N-(4-hidroksi-5H-pirolo[3,2-

d]pirimidin-2-il)karbamat finnda kurutulmustur.

Metil N-(4-hidroksi-5H-pirolo[3,2-d]pirimidin-2-il}karbamat (25 g, 120 mmol) 500 mL’lik
¢ok boyunlu bir balon i¢cinde oda sicaklijinda asetonitrile (350 mL) dagitilmistir. POCls
(22.1 mL, 238.2 mmol) eklenmis ve reaksiyon karigsimi bir Ustten, mekanik karistirici
(300 rpm) ile kanistirilarak 70°C'ye isitilmigtir. Hunig bazi (41.4 mL, 240.2 mmol) 0.2
mL/dakika akis oraninda bir sinnga pompasi ile damla damla eklenmigtir. Reaksiyon
karisimi oda sicakhdina sogutulmus ve su icinde (500 mL) 45°C'de bir kanstinimis
sodyum asetat sollisyonuna (78.8 g, 961 mmol) dékiiimistir. Organik maddeler
buharlastinimis ve kalan sivi bir buz banyosunda sogutulmustur. Olusturulan kati
madde filtrasyon ile ayrilmis, asetonitril ile yikanmis ve vakum altinda kurutulan bir kati

madde olarak ara riin (X) elde etmek (izere diizopropileter ile toz haline getirilmistir.
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Ara irdin Y’nin hazirlanmasi

= PS-PPh = =
HA S~ 3 .
} MO Oy - ”& N

+ x | &
o N'?\N)J\O/ DIAD cs)\rv://\b:ko/
H THF H
oda sicakhginda, 2C dakika
X Y

Susuz {THF) (153 mL) icindeki bir ara Urin (X) stspansiyonuna (5 g, 22 mmol), 2-
piridinmetanol (2.6 mL, 26.5 mmol) ve polistiren-bagh trifenilfosfin (18.4 g, 55.2 mmol)
oda sicakliginda DIAD (6.9 mL, 33 mmol) eklenmis ve reaksiyon karisimi 30 dakika
boyunca karistinlmis sonra azaltlmis basing altinda konsantre edilmistir. Uriin

10 gradiyent bir diklorometan:metanol 100:0 ila 90:10 gradiyent kullanilarak silika jel situn
kromatografisi yoluyla saflastinlmistir. Uriin kesitleri toplanmis ve basing altinda
konsantre edilmistir. Urin asetonitril iginde tekrar kristalize edilmis, filtrasyon ile
ayriimis ve bir beyaz kati madde olarak Y'yi sadlamak (izere vakum altinda
kurutulmustur.

15

Ara uriin Z’'nin hazirlanmasi

=
- N
A A =
N\ = 1N NAOH NJ
_ W

&1\ )LO/ 1 4- dioksan, §0°C.C saat > NT U NH

Y z

2

e
z
IZ

20 Y (4.5 g, 14.2 mmol) 10C mL'lik bir yuvarlak tabanh balonda 1,4-dicksan (68 mL) iginde
¢Ozlndirdlmis ve 1 N NaOH (34 mL) eklenmistir. Karisim, 5 saat boyunca 60°C'ye
isttilmistir. Karisim sogutulmustur ve azaltilmig basing altinda konsantre edilmigtir.
Kalinti su ile islenmigtir ve presipitat filtrasyon ile ayrnlmig ve Z'yi saglamak (zere
kurutulmustur. Uriin sonraki adimda bu sekilde kullanilmistir.

25
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Z (175 mg, 0.67 mmol), izoksazol-3-il-metilamin hidroklorar (136 mg, 1.0 mmol} ve
diizopropiletilamin {173 mg, 1.3 mmol) 7 mL'lik bir cam viyaldeki NMP (2.4 mL) iginde
gozundariimistir. Karisim 2 saat boyunca 100°C'de kanistirlmistir sonra sogutulmus
ve vakumda konsantre edilmistir. Prep HPLC (su, metanol icinde Sabit faz; RP Vydac
Denali C18 - 10 ym, 20C g, 5 cm), Mobil faz: %0.25 NH4OAc) ile saflagtinimis, istenen
kesitler toplanmis ve vakum altinda konsantre edilmistir. Uriin asetonitril iginde toz
haline getirilmig, filtrasyon ile ayrilmis ve bir beyaz kati madde olarak 155’i elde etmek

Uzere vakum altinda kurutulmustur.
Tablo 1. Formulun (1) bilesikleri ve ilgili analitik veriler.

Bilesikler deneysel bdlimde aciklanan yéntemlere gdére hazirlanmistir. *R, R
konfigirasyonunda cizilen, bilinmeyen bir konfiglrasyonun saf bir enantiyomerini
belirtir. *S, S konfigurasyonunda c¢izilen, bilinmeyen bir konfigirasyonun saf bir
enantiyomerini belirtir.

# YAPI "H NMR LC  Bulunan
Yontemi, LC-MS
Rt Kitlesi
(dakika)

'H NMR (400 MHz, DMSO-ds) 5 ppm
@VN// . 0.77 (t, J=T.3 Hz, 3 H), 0.98 - 1.11
0 (m, 2 H), 1.33 (dt, J=14.5, 7.2 Hz, 2
S~ H), 3.25 - 3.30 (m, 2 H), 5.23 (s, 2
H), 5.48 (s, 6 2 H), 5.75 (1, J=5.5 Hz,
1 1H), 5.98 (d, J=3.0 Hz, 1 H), 6.97 (d,

B, 0.88 296
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'"H NMR

J=7.0 Hz, 2 H), 7.19 - 7.35 (m, 4 H)

'"H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.76 (t, J=7.2 Hz, 3 H), 1.07
(dq, J=14.9, 7.3 Hz, 2

H), 1.23 - 1.35 {m, 2 H), 3.31 (td,
J=6.8, 5.6 Hz, 2 H), 4.90 (t, J=4.9 Hz,
1H), 5.12 (br. s., 2 H), 5.31 (s, 2 H),
6.21 (d, J=3.0 Hz, 1 H), 6.71 - 6.79
(m, 1 H), 6.86 - 6.94 (m, 3 H), 6.97 -
7.05 (m, 2 H), 7.06 - 7.14 (m, 1 H),
7.20 -7.27 (m, 1 H), 7.27 - 7.36 (m, 2
H)

H NMR (400 MHz, DMSO-ds) & ppm
0.75 (t, J=7.3 Hz, 3 H), 0.96 - 1.09
(m, 2 H), 1.28 - 1.41 (m, 2 H), 3.25 -
3.33 (m, 2 H), 5.55 (s, 4 H), 5.85 (dd,
J=9.7,2.6 Hz, H), 5.98 (t, J=5.0 Hz, 1
H), 6.08 (d, J=3.0 Hz, 1 H), 7.11 (td,
J=8.5, 3.1 Hz, 1 H), 7.30 (d, J=3.0
Hz, 1 H), 7.70 (dd, J=8.8, 5.3 Hz, 1
H)

'"H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.91 (t, J=7.2 Hz, 3 H), 1.30
-1.44 (m, 2 H), 1.49 - 1.61 (m, 2 H),
3.34 (s, 3 H),3.43 (td, J=7.1, 5.3 Hz,
2 H), 3.69-3.77 (m, 2 H), 4.20 - 4.29
{m, 2 H), 5.73 (br. s., 1 H), 6.20 {d,
J=3.0 Hz, 1 H), 6.86 (d, J=3.2 Hz, 1
H), 7.11 (br. s., 1 H)

LC

Yontemi,

Rt

(dakika)

A, 2.82

A, 249

A, 1.95

Bulunan
LC-MS

Kitlesi

388

393

264
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'"H NMR

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.74 {t, J=7.2 Hz, 3 H), 0.90
-1.07 (m, 2 H), 1.11 - 1.17 (m, 2 H),
3.18 - 3.28 (m, 2 H), 4.40 (br. 5., 1
H), 4.94 (br. s., 2 H), 5.30 (s, 2 H),
6.23 (d, J=3.0 Hz, 1 H), 6.70 (d,
J=8.8 Hz, 1 H), 6.79 (d, J=7.7 Hz, 1
H), 6.94 - 7.03 (m, 2 H), 7.30 {td,
J=8.0, 5.8 Hz, 1 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.72 (t, J=7.2 Hz, 3 H), 0.88
-1.03 (m, 2 H), 1.14 - 1.27 (m, 2 H),
3.24 (id, J=6.7, 5.3 Hz, 2 H), 4.29 (br.
s., 1H), 4.89 (br.s., 2 H), 5.33 (s, 2
H), 6.24 (d, J=3.0 Hz, 1 H), 6.46 -
6.53 (m, 1 H), 6.99 (d, J=3.0 Hz, 1

H), 7.10 - 7.22 {m, 2 H), 7.55 - 7.60
(m, 1 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.74 (t, J=7.2 Hz, 3 H), 0.86
-1.01 (m, 2 H), 1.06 - 1.18 (m, 2 H),
3.12-3.22 (m, 2 H), 4.31 (t, J=5.0
Hz, 1 H), 5.18 (br. s., 2 H), 5.19 -
5.24 (m, 2 H), 6.20 (d, J=3.0 Hz, 1
H), 6.71 (d, J=7.7 Hz, 1 H), 6.96 (d,
J=3.0 Hz, 1 H), 7.21 - 7.47 (m, 8 H)

H NMR (300 MHz, DMSO-ds) & ppm
0.84 (t, J=7.4 Hz, 3 H), 0.93 (t, J=7.3
Hz, 3 H), 1.06 - 1.27 (m, 2 H), 1.27 -

LC

Yontemi,

Rt

(dakika)

A, 2.29

A, 247

A, 278

A, 2.28

Bulunan
LC-MS

Kitlesi

314

375

372

262
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'"H NMR

1.44 (m, 2 H), 1.50 - 1.66 (m, 4 H),
3.44 -3.54 (m, 2 H), 4.28 (t, J=6.9
Hz, 2 H), 5.99 (d, J=2.9 Hz, 1 H),
6.17 (br. 5., 2 H), 6.79 (br. 5., 1 H),
7.28 (d, J=2.9 Hz, 1 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.86 (t, J=7.4 Hz, 3 H), 0.91
(t, J=7.3 Hz, 3 H), 1.36 (dg, J=15.0,
7.4 Hz, 2 H), 1.52 - 1.65 (m, 2 H),
1.76 (sxt, J=7.3 Hz, 2 H), 3.52 (td,
J=7.1, 5.6 Hz, 2 H), 4.07 (t,
J=7.1Hz, 2 H), 5.17 - 5.30 (m, 1 H),
5.52 (br. s., 2 H), 6.09 (d, J=3.0 Hz, 1
H), 6.88 (d, J=3.0 Hz, 1 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.92 (t, J=7.3 Hz, 3 H), 1.38
(dq, J=15.0, 7.3 Hz, 2 H), 1.56 - 1.68
(m, 2 H), 3.49 (d, J=7.1, 5.1 Hz, 2
H), 5.28 (s, 2 H), 5.78 (br. s., 2 H),
6.18 (d, J=3.0 Hz, 1 H), 7.06 (d,
J=3.0 Hz, 1 H), 7.25 - 7.32 (m, 1 H),
7.34 (d, J=7.7 Hz, 1 H), 7.74 (td,
J=7.7,1.7 Hz, 1 H), 8.48 (d, J=4.4
Hz, 1 H), 8.58 (br. s., 1 H)

H NMR (300 MHz, DMSO-ds) & ppm
0.94 (t, J=7.4 Hz, 3 H), 1.39 (dq,
J=14.9, 7.4 Hz, 2 H), 1.63 (quin,
J=7.3 Hz, 2 H), 2.90 (t, J=7.1 Hz, 2
H), 3.46 - 3.55 {m, 2 H), 4.55 (t,

LC
Yontemi,
Rt
(dakika)

A, 2.06

A, 214

A, 242

Bulunan
LC-MS

Kitlesi

248

297

310
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'"H NMR

J=7.1 Hz, 2 H), 5.94 (d, J=3.0 Hz, 1
H), 6.33 (br.s., 2 H),6.97 (br. s, 1
H), 7.02-7.12{m, 3 H), 7.16 - 7.29
{m, 3 H)

'H NMR (300 MHz, DMSO-ds) d ppm
0.90 (t, J=7.3 Hz, 3 H), 1.34 (dq,
J=14.9, 7.3 Hz, 2 H), 1.57 (quin,
J=7.3 Hz, 2 H), 1.91 (quin, J=7.5 Hz,
2H),241-248(m, 2H), 3.41-3.49
{m, 2 H), 4.29 (t, J=7.0 Hz, 2 H), 5.57
{s, 2 H),5.94 (d, J=2.9 Hz, 1 H), 6.32
{t, J=5.4Hz, 1 H), 7.10-7.22 (m, 4
H), 7.22-7.31 (m, 2 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.81 {t, J=7.2 Hz, 3 H), 1.06
(dq, J=14.9, 7.3 Hz, 2 H), 1.22 - 1.35
(m, 2 H), 3.32 (id, J=6.7, 5.4 Hz, 2
H), 4.20 (br. s., 1 H), 4.51 (br. s., 2
H), 5.4 (s, 2 H), 6.31 (d, J=3.2 Hz, 1
H), 6.63 (d, J=7.4 Hz, 1 H), 7.07 (d,
J=3.0 Hz, 1 H), 7.16 - 7.25 (m, 1 H),
7.29 -7.34 (m, 1 H), 7.47 (dd, J=8.0,
1.2 Hz, 1 H)

'H NMR (400 MHz, CHLOROFORM-
d) ppm 0.89 (t, J=6.9 Hz, 3 H), 1.20 -
1.27 (m, 1 H), 1.28 - 1.41 (m, 4 H),
1.64 (q, J=7.0 Hz, 2 H), 3.61 (dd,
J=11.2, 8.9 Hz, 1 H), 3.77 (dd,
J=11.0, 2.8 Hz, 1 H), 4.24 (td, J=6.9,

LC
Yontemi,
Rt
(dakika)

A 26

A, 247

B, 0.63

Bulunan
LC-MS

Kitlesi

324

330

342
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# YAPI "H NMR LC Bulunan
Yontemi, LC-MS
Rt Kutlesi
(dakika)

2.8 Hz, 1 H), 4.57 (br. s., 2 H), 5.48 -
5.68 (m, 2 H), 6.21 (d, J=3.0 Hz, 1
H), 6.74 (d, J=6.8 Hz, 1 H), 7.10 (d,
J=3.0 Hz, 1 H), 7.35 (dd, J=8.5, 1.3
Hz, 1 H), 7.51 (dd, J=8.4, 4.9 Hz, 1
H), 9.16 (dd, J=5.0, 1.3 Hz, 1 H)

'"H NMR (400 MHz, METANOL-d,) &
q/ // " ppm (.88 (t, J=7.3 Hz, 3 H), 1.13-
s ),
N o — 1.32 (m, 3 H), 1.46 - 1.69 (m, 3 H),
/}N 2.39 (t, J=6.8 Hz, 1 H), 3.61 (d, J=5.5
Hz, 24 H), 4.31 (dd, J=8.8, 5.0 Hz, 1 B, 0.55 328
H), 5.62 -5.87 (m, 2 H), 6.13 (d,
J=3.0 Hz, 1 H), 7.39 (d, J=3.0 Hz, 1
H), 7.46 (dd, J=8.5, 1.8 Hz, 1 H),
15 7.70 (dd, J=8.5, 5.0 Hz, 1 H),
9.14 (dd, J=4.9, 1.6 Hz, 1 H)

'H NMR (300 MHz, CHLOROFORM-

F;@v/ . d) & ppm 0.77 (t, J=7.2 Hz, 3 H), 1.02

N / \)“N
c — (dq, J=14.9, 7.3 Hz, 2 H), 1.15 -1.29
N
~ (m, 2 H), 3.25 (td, J=6.8, 5.4 Hz, 2

H), 4.08 -4.22 (m, 1 H), 442 {br.s., A, 25 348
2 H), 5.23 (s, 2 H), 6.20 {d, J=3.0 Hz,
1 H), 6.83 (ddd, J=8.5, 4.3, 2.2 Hz, 1

H), 6.95 (d, J=3.0 Hz, 1 H), 7.04 -
16 7.12 (m, 2 H)

H NMR (400 MHz, DMSO-ds) 8 ppm
Q/// | 0.69 (t, J=7.3 Hz, 3 H), 0.80 - 0.93
. B,079 326
/D - (m, 2 H), 1.05-1.17 (m, 1 H), 1.34 -

17 1.45 (m, 1 H), 3.24 (br. s., 2 H), 4.06



18

19

20

YAPI

~

22

'"H NMR

-4.16 6 (m, 1 H), 4.63 (br. s., 1 H),
5.03 (d, J=8.6 Hz, 1 H), 5.24 (s, 2 H),
5.40 - 5.57 (m, 2 H), 5.99 (d, J=3.1
Hz, 1 H), 6.98 (d, J=7.0 Hz, 2 H),
7.22-7.35(m, 3 H), 7.36 (d, J=2.9
Hz, 1 H)

"H NMR (300 MHz, DMSO-ds) & ppm
0.89 (t, J=7.4 Hz, 3 H), 1.18 - 1.39
(m, 2 H), 1.45 - 1.63 (m, 2 H), 2.50
(s, 3 H), 3.36 - 3.46 (m, 2 H), 5.33 (s,
2 H), 5.41 (s, 2 H), 5.96 {d, J=2.9 Hz,
1H), 7.03 (d, J=7.6 Hz, 1 H), 7.23 (d,
J=7.7 Hz, 1 H), 7.28 (t, J=5.2 Hz, 1
H), 7.40 (d, J=3.0 Hz, 1 H), 7.71 ,
J=7.7 Hz, 1 H)

'H NMR (300 MHz, DMSO-ds) & ppm
0.99 (t, J=74Hz, 3H),1.26 -1.43
{m, 2 H), 1.45 (d, J=6.3 Hz, 6 H),
1.67 (quin, J=7.3 Hz, 2 H), 3.54 -
3.63 (m, 2 H), 4.95 (dt, J=12.9,6.4
Hz, 1 H), 6.18 (d, J=3.2 Hz, 1 H),
6.73 (br.s., 2H), 7.29 (br. s., 1 H),
7.57 (d,J=3.2Hz, 1 H)

H NMR (300 MHz, DMSO-ds) & ppm
0.89 (t, J=7.3 Hz, 3 H), 1.27 (dg,
J=14.9, 7.4 Hz, 2 H), 1.51 (quin,
J=7.2 Hz, 2 H), 2.32 (s, 3 H), 3.26 -
3.44 (m, 2 H), 5.33 (s, 2 H), 5.51 (s,
2 H), 5.83 - 5.87 (m, 1 H), 5.97 (d,

LC
Yontemi,
Rt
(dakika)

A, 1.68

A, 1.51

A, 1.45

Bulunan
LC-MS

Kitlesi

311

248

301



# YAPI

21

22

23

23

"H NMR LC  Bulunan
Yontemi, LC-MS
Rt Kutlesi
(dakika)

J=3.0 Hz, 1 H), 6.11 (t, J=5.3 Hz, 1
H), 7.29 (d, J=3.0 Hz, 1 H)

H NMR (400 MHz, DMSO-dé) & ppm
0.70 (t, J=7.3 Hz, 3 H), 0.82 - 0.98
(m, 2 H), 1.17 - 1.36 (m, 2 H), 1.37 -
1.48 (m, 1 H), 1.51 - 1.63 (m, 1 H),
3.21-63.31 (m, 2 H), 4.17 - 4.29 (m,
1H),4.49 (br.s., 1H), 524 (d, )=85 B,0.83 340
Hz, 1 H), 5.30 (s, 2 H), 5.41 - 5.58
(m, 2 H), 6.00 (d, J=3.0 Hz, 1 H),
6.95 (s, 1 H), 6.96 (s, 1 H), 7.20 -
7.27 (m, 1 H), 7.27 - 7.34 (m, 2 H),
7.36 (d, J=3.0 Hz, 1 H)

"H NMR (400 MHz, DMSO-ds) & ppm
0.87 (t, J=7.3 Hz, 3 H), 1.15 - 1.32
(m, 2 H), 1.45 - 1.59 (m, 1 H), 1.64
(td, J=8.0, 5.0 Hz, 1 H), 3.50 - 3.54
(m, 2 H), 3.72-3.79 (m, 1 H), 4.35
(td, J=8.5,48Hz, 1 H),545-564  B,0.69 327
(m, 2 H), 6.14 (d, J=3.0 Hz, 1 H),
6.77 (br. s., 2 H), 7.43 (ddd, J=7.7,
4.9,1.0 Hz, 1 H), 7.51 (d, J=7.8 Hz, 1
H), 7.63 (d, J=3.0 Hz, 1 H), 7.91 (td,
J=7.7,1.8 Hz, 1 H), 8.42 (d, J=7.8
Hz, 1 H), 8.50 - 8.58 (m, 1 H)

"H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.67 (t, J=7.4 Hz, 3 H), 1.25
(sxt, J=7.3 Hz, 2 H), 3.24 (td, J=7.0,
5.4 Hz, 2 H), 4.65 (br. s., 1 H), 5.16

A, 215 282



24

YAPI "H NMR LC Bulunan
Yontemi, LC-MS
Rt Kutlesi
(dakika)

(or. s., 2 H), 5.39 (s, 2 H), 6.30 (d,
J=3.0 Hz, 1 H), 7.03 - 7.13 (m, 3 H),
7.32-7.47 (m, 3 H)

'H NMR (400 MHz, DMSO-de) & ppm
0.82 (t, J=7.40 Hz, 3 H) 1.13 - 1.24
(m, 2 H) 1.43 - 1.54 (m, 2 H) 1.55 -
1.76 (m, 2 H) 3.38 - 3.46 (m, 2 H)
4.28 -4.37 (m, 1 H) 4.47 (br.s., 1 H)
5.35 (s, 2 H) 5.43 - 5.51 (m, 2 H)
5.97 (d, J=3.01 Hz, 1 H) 6.88 (d,
J=8.28 Hz, 1 H) 7.26 (d, J=7.78 Hz, 1
H) 7.37 (ddd, J=7.53, 5.02, 1.00 Hz,
1H) 7.43 (d, J=3.01 Hz, 1 H) 7.84
(td, J=7.65, 1.76 Hz, 1 H) 8.53 (dt,
J=4.00, 0.80 Hz, 1 H)

H NMR (400 MHz, DMSO-de) & ppm
0.74 -0.85 (m, 3 H) 1.09 - 1.18 (m, 2
H) 1.18 - 1.30 (m, 2 H) 1.40 - 1.56
(m, 2 H) 1.56 - 1.65 (m, 1 H) 1.65 -
1.76 (m, 1 H) 3.34 - 3.45 (m, 2 H)
4.24 -4.34 (m, 1 H) 4.47 (br. s., 1 H)
5.22 (s,2 H) 5.39 - 5.53 (m, 2 H) 5.96
(d, J=2.76 Hz, 1 H) 6.75 (d, J=8.28
Hz, 1 H) 7.23 (d, J=7.78 Hz, 1 H)
7.37 (ddd, J=7.53, 4.89, 1.13 Hz, 1
H) 7.41 (d, J=3.01 Hz, 1 H) 7.83 (td,
J=7.72, 1.88 Hz, 1 H) 8.50 - 8.55 (m,
1H)

B, 0.71

B, 0.8

341

355



# YAPI

26

27

28

25

'"H NMR

'H NMR (400 MHz, DMSO-ds) & ppm
0.73 (t, J=7.4 Hz, 3 H), 0.77 - 0.93
(m, 2 H), 1.01 - 1.19 (m, 3 H), 1.38-
1.51 (m, 1 H), 3.23 - 3.30 (m, 2 H),
4.04 -6 4.17 (m, 1 H), 4.66 (br. s., 1
H), 5.12 (d, J=8.5 Hz, 1 H), 5.35 (s, 2
H), 5.40 - 5.60 (m, 2 H), 6.01 (d,
J=3.0 Hz, 1 H), 6.95 - 7.03 (m, 2 H),
7.22-7.35 (m, 3 H), 7.38 (d, J=3.0
Hz, 1 H)

H NMR (400 MHz, DMSO-dé) & ppm
0.74 (d, J=6.52 Hz, 3 H) 0.82 (d,
J=6.78 Hz, 3H) 0.92 (t, J=7.28 Hz, 3
H) 1.30 - 1.46 (m, 2 H) 1.50 - 1.69
(m, 2 H) 1.87 - 2.01 (m, 1 H) 3.43 -
3.58 (m, 2 H) 3.88 (dd, J=14.68, 8.16
Hz, 1 H) 4.12 (dd, J=14.56, 6.53 Hz,
1 H) 4.28 (m, J=8.40, 3.90 Hz, 1 H)
4.79 (br. s., 1 H)5.22 (s, 2 H) 5.41
(d, J=8.53 Hz, 1 H) 5.89 (d, J=3.01
Hz, 1 H) 7.15 (d, J=3.01 Hz, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm
0.69 (d, J=6.9 Hz, 3 H), 0.79 (d,
J=6.9 Hz, 3 H), 0.82 - 0.91 (m, 3 H),
1.20 - 1.39 (m, 4 H), 1.49 - 1.65 (m, 2
H), 1.66 -6 1.79 (m, 2 H), 1.83 - 1.97
(m, 1 H), 3.43 - 3.58 (m, 2 H), 3.86
(dd, J=14.5, 8.5 Hz, 1 H), 4.12 (dd,
J=14.5, 6.5 Hz, 1 H), 4.27 - 4.44 (m,
1H), 4.71 (br. s., 1 H), 5.21 (s, 2 H),

LC
Yontemi,
Rt
(dakika)

B, 0.86

B, 0.76

B, 0.89

Bulunan
LC-MS

Kitlesi

340

292

320



29

30

31

YAPI

26

'"H NMR

5.75 (d, J=8.5 Hz, 1 H), 5.87 (d,
J=2.8 Hz, 1 H), 7.12 (d, J=3.2 Hz, 1
H)

'H NMR (300 MHz, DMSO-ds) & ppm
0.75 - 0.85 (m, 3 H), 1.02 (d, J=7.0
Hz, 2 H), 1.11-1.26 (m, 2 H), 1.34
(d, J=7.6 Hz, 2 H), 3.28 (s, 2 H), 5.22
(s, 2 H), 5.49 (s, 2 H), 5.76 (s, 1 H),
5.98 (d, J=3.0 Hz, 1 H), 6.97 (d,
J=6.7 Hz, 2 H), 7.17 - 7.35 (m, 4 H)

H NMR (400 MHz, DMSO-ds) 8 ppm
0.76 (dd, J=11.42, 6.65 Hz, 6 H) 0.90
(t, J=7.28 Hz, 3 H) 1.26 - 1.37 (m, 2
H) 1.53-1.63 (m, 1 H) 1.63 - 1.73
(m, 1 H) 1.74 - 1.90 (m, 3 H) 3.49-
3.62 (m, 2 H) 4.11 - 4.22 (m, 2 H)
4.55 (m, J=6.50 Hz, 1 H) 4.79 (t,
J=4.52 Hz, 1 H) .16 (d, J=3.01 Hz, 1
H) 7.24 (d, J=8.28 Hz, 1 H) 7.33 (br.
s., 2 H) 7.44 (d, J=2.76 Hz, 1 H)
12.35 (br. 5., 1 H)

'H NMR (300 MHz, DMSO-ds) & ppm
0.64 -0.75 (m, 3 H), 0.77 - 0.97 (m, 2
H), 1.02 - 1.21 {m, 1 H), 1.30 - 1.50
(m, 1 H), 3.33 (d, J=4.3 Hz, 2 H),
4.15 (dd, J=9.2, 4.5 Hz, 1 H), 4.69
(or. s., 1 H), 5.34 (d, J=8.5 Hz, 1 H),
5.42 -5.64 (m, 2 H), 5.71 (br. s., 2
H), 6.06 (d, J=3.0 Hz, 1 H), 6.99 (d,

LC
Yontemi,
Rt
(dakika)

A, 247

B, 0.82

A, 2.07

Bulunan
LC-MS

Kitlesi

310

306

326



# YAPI

32

33

34

35

27

'"H NMR

J=6.6 Hz, 2 H), 7.17 - 7.37 (m, 3 H),
7.44 (d, J=3.0 Hz, 1 H)

"H NMR (300 MHz, CHLOROFORNM-
d) & ppm 0.57 (d, J=6.6 Hz, 6 H),
1.19 (s, 2 H), 1.33 - 1.52 (m, 1 H),
3.05 (dd, J=6.8, 5.6 Hz, 2 H), 4.61 -
4.78 (m, 1 H), 5.32 (s, 2 H), 6.25 (d,
J=3.0 Hz, 1 H), 6.97 - 7.06 (m, 3 H),
7.26 -7.39 (m, 3 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.74 - 0.82 (m, 3 H), 0.86
(d, J=6.5 Hz, 3 H), 0.93 - 1.28 (m, 4
H), 4.01 - 4.22 (m, 1 H), 4.39 (d,
J=7.8 Hz, 1 H), 5.05 (br. s., 2 H),
5.37 (s, 2 H), 6.29 (d, J=3.0 Hz, 1 H),
7.02-7.13 (m, 3 H), 7.32 - 7.47 (m, 3
H)

'H NMR (300 MHz, DMSO-ds) 3 ppm
3.24 (s, 3 H),3.35-3.44 (m, 2 H),
3.57 (q, J=5.6 Hz, 2 H), 5.55 (s, 2 H),
5.97 (br.s., 2 H),6.09 (d, J=2.9 Hz, 1
H), 6.30 (br. s., 1 H), 7.05-7.14 (m,
2H),7.25-7.41(m,3H),7.46 (d,
J=3.0 Hz, 1 H)

H NMR (300 MHz, DMSO-de) & ppm
0.98 (t, J=7.1 Hz, 3 H), 3.23 - 3.44
(m, 2 H), 5.43 (s, 2 H), 5.49 (s, 2 H),
5.96 - 6.07 (m, 2 H), 7.02 (d, J=6.7
Hz, 2 H), 7.17 - 7.38 (m, 4 H)

LC

Yontemi,

Rt

(dakika)

A, 225

A 24

A, 1.81

A, 1.96

Bulunan
LC-MS

Kitlesi

296

310

298

268



36

37

38

39

YAPI

28

'"H NMR

"H NMR (300 MHz, DMSO-ds) & ppm
1.56 (quin, J=6.4 Hz, 2 H), 3.24 -
3.44 (m, 4 H), 4.45 - 458 (m, 1 H),
5.49 (s, 2 H), 5.61 (br. s., 2 H), 6.03
(d, J=2.9 Hz, 1 H), 6.19 (t, J=5.0 Hz,
1 H), 6.96 - 7.04 (m, 2 H), 7.19 - 7.34
(m, 3 H), 7.37 (d, J=3.0 Hz, 1 H)

H NMR (400 MHz, DMSO-ds) & ppm
0.74 (t, J=7.3 Hz, 3 H), 0.80-0.95 {m,
2 H), 1.02-1.17 (m, 2 H), 1.19-1.48
(m, 3H),1.51-1.64 (m, 1 H),3.21 -
6 3.27 (m, 2 H), 4.20 (tt, J=8.5, 4.0
Hz, 1 H), 4.49 (br. s., 1 H), 5.18-5.32
(m, 3 H), 5.40 - 5.59 (m, 2 H), 6.00
(d, J=3.1 Hz, 1 H), 6.96 (d, J=7.3 Hz,
2 H), 7.19 - 7.39 (m, 4 H)

H NMR (400 MHz, DMSO-ds) & ppm
0.62 (d, J=4.0 Hz, 3 H), 0.65 (d,
J=6.8 Hz, 3 H), 0.95 - 1.04 (m, 1 H),
1.35-1.47 (m, 1 H), 1.89 (s, 3 H),
3.35-3.46 6 (m, 2 H), 3.98 - 4.07 (m,
1H), 5.06 (d, J=8.8 Hz, 1 H), 5.42 -
5.60 (M, 4 H), 6.01 (d, J=2.9 Hz, 1H),
6.94 -6.98 (m, 2 H), 7.23 - 7.28 (m, 1
H), 7.29 - 7.35 {m, 2 H), 7.38 (d,
J=3.1 Hz, 1 H)

H NMR (400 MHz, DMSO-de) & ppm
0.63-0.73 (m, 3 H), 0.75 - 0.95 (m, 2
H), 1.18 - 1.36 (m, 2 H), 1.48 (dd,

LC
Yontemi,
Rt
(dakika)

A, 1.61

B, 0.92

B, 0.84

B, 0.57

Bulunan
LC-MS

Kitlesi

298

354

340

34



# YAPI
N7 =
N s \%

40

41

42

29

'"H NMR

J=8.9, 4.7 Hz, 1 H), 1.53 - 1.64 (m, 1
H), 3.20 6 - 3.28 (m, 2 H), 4.13 - 4.29
(m, 1 H), 4.50 (t, J=5.4 Hz, 1 H), 5.28
(s, 2 H), 5.37 (d, J=8.6 Hz, 1 H), 5.47
-5.69 (m, 2 H), 6.04 (d, J=3.1 Hz,
1H), 6.81 (d, J=5.9 Hz, 2 H), 7.36 (d,
J=2.9 Hz, 1 H), 8.40 - 8.50 (m, 2 H)

H NMR (400 MHz, CHLOROFORM-
d) & ppm 0.76 - 0.82 (m, 3 H), 0.87 -
1.00 (M, 2 H), 1.02 - 1.22 (m, 5 H),
1.28 -1.41 (m, 1 H), 1.72 - 1.85 (m, 1
H), 3.34 (td, J=11.8, 2.4 Hz, 1 H),
3.44 -3.55 (m, 1 H), 4.12 - 4.27 (m, 2
H), 4.58 (br. s., 2 H), 5.26 - 5.45 (m,
2 H), 6.27 (d, J=3.1 Hz, 1 H), 6.89 -
6.97 (m, 2 H), 7.06 (d, J=3.1 Hz, 1

H), 8.55 - 8.62 (m, 2 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.65 - 0.80 (m, 3 H) 0.89 -
1.07 (m, 2 H) 1.11 - 1.22 (m, 2 H)
3.14 -3.28 (m, 2 H) 3.73 (s, 3 H)
4.76 (br. s., 1 H) 5.08 - 5.24 (m, 2 H)
5.27 (s, 2 H) 6.18 (d, J=3.02 Hz, 1 H)
6.84 (d, J=8.66 Hz, 2 H) 6.94 (d,
J=8.66 Hz, 2 H) 7.00 (d, J=3.02 Hz, 1
H)

'H NMR (300 MHz, DMSO-ds) & ppm
0.70 - 0.87 (m, 3 H) 0.97 - 1.14 {m, 2
H) 1.31 - 1.46 (m, 2 H) 3.36 - 3.40

LC
Yontemi,
Rt
(dakika)

B, 0.64

A, 2.26

A, 2.23

Bulunan
LC-MS

Kitlesi

355

326

314



# YAPI

43

44

45

30

'"H NMR

(m, 2 H) 5.52 (s, 2 H) 5.62 (s, 2 H)
6.05 (d, J=3.02 Hz, 1 H)6.11 (s, 1 H)
6.90 - 7.09 (m, 2 H) 7.09 - 7.24 (m, 2
H) 7.39 (d, J=3.02 Hz, 1 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.67 - 0.85 (m, 3 H) 0.94 -
1.13 (m, 2 H) 1.16 - 1.33 (m, 2 H)
3.16 - 3.43 (m, 2 H) 4.33 (br. s., 1 H)
4.54 (br.s., 2 H)5.32 (s, 2 H) 6.21
(d, J=3.02 Hz, 1 H) 6.67 (t, J=7.35
Hz, 1 H) 6.99 (d, J=3.02 Hz, 1 H)
7.00-7.13 (m, 2 H) 7.22 - 7.32 (m, 1
H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm -0.07 - 0.07 (m, 2 H) 0.21 -
0.43 (m, 3 H) 0.66 - 0.75 (m, 3 H)
0.76 -0.95 (m, 1 H) 3.22 - 3.51 (m, 2
H) 4.86 (br. s., 1 H) 5.15 (br. s., 2 H)
5.41 (s, 2 H) 6.33 (d, J=3.02 Hz, 1 H)
7.07 (br.s., 1 H)7.10 (s, 2 H) 7.35 -
7.47 (m, 3 H)

'"H NMR (300 MHz, CHLOROFORM-
d)d ppm 4.21 (d, J=495 Hz, 2 H)
4.48 (br.s.,1H)4.70 (br.s., 2 H)
5.18 -5.30 (m, 2 H)5.97 (s, 1 H)
6.22 (d, J=3.02 Hz, 1 H) 6.90 (dd,
J=6.53, 213 Hz, 2 H)6.98 (s, 1 H)
7.02 (d, J=3.02 Hz, 1 H) 7.20 - 7.29
{m, 4 H)

LC
Yontemi,
Rt
(dakika)

A, 227

A, 246

A, 2.09

Bulunan
LC-MS

Kitlesi

314

322

320



# YAPI

46

47

48

49

31

'"H NMR

'"H NMR (300 MHz, CHLOROFQORM-
d)d ppm -0.12-0.09 (m, 2 H) 0.24 -
0.46 (m, 2 H) 0.89 (d, /=5.64 Hz, 3
H)2.84 - 3.06 (m, 1 H) 3.08 - 3.25
{m, 1 H)4.51 (br. s.,, 1 H)4.63 {br. s,
2H)5.34 (s, 2 H)6.23 (d, J=3.02 Hz,
1H)7.03 (d, /=2.75Hz, 2 H)7.06
{br.s., 1 H)7.27 -7.40 {(m, 3 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 1.42 (s, 3H) 1.58 (s, 3 H)
3.66 - 3.80 (m, 2 H) 4.42 (br. 5., 1 H)
4.71-4.88 (m, 1 H) 5.02 (br. s., 2 H)
5.28 (s, 2 H) 6.21 {d, J=3.02 Hz, 1 H)
6.96 - 7.01 (m, 2 H) 7.02 (s, 1 H)
7.24 -7.41 (m, 3 H)

"H NMR (300 MHz, CHLOROFORM-
d) & ppm 2.28 (s, 3 H) 4.46 (d,
J=5.22 Hz, 2 H) 4.65 (br. s., 2 H)
4.92 (br.s., 1H)5.30 (s, 2 H)5.54
{s, 1H)6.22 (d, J=3.02 Hz, 1 H) 6.89
-7.01 (m, 2 H)7.03 (d, J=3.16 Hz, 1
H)7.21-7.27 (m, 3 H)

"H NMR (300 MHz, CHLOROFORM-
d)d ppm 3.79 (s, 3H)4.44 (d,
J=4.67 Hz, 2H)5.33 (s, 2 H) 5.60
{br.s., 1 H)5.84 (d, J=2.06 Hz, 1 H)
6.28 (d, J=3.02 Hz, 1 H) 6.43 (br. s,
2 H)6.96 (dd, J=6.53, 2.82 Hz, 2 H)
7.02 (d, J=3.02Hz, 1 H) 7.18 (d,

LC
Yontemi,
Rt
(dakika)

A, 2.26

A, 2.32

A, 1.97

A, 1.83

Bulunan
LC-MS

Kitlesi

308

308

335

334



50

51

52

YAPI

32

'"H NMR

J=2.20 Hz, 1 H) 7.21 - 7.28 (m, 3 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.83 - 0.91 (m, 3 H) 1.30 -
1.41 (m, 2 H) 1.57 - 1.67 (m, 2 H)
3.44 - 3.60 (m, 2 H) 5.41 (s, 2 H)
6.22 (br. s, 2 H) 6.21 (d, J=3.02 Hz, 1
H) 7.05 (d, J=3.02 Hz, 1 H) 7.55 -
7.65 (m, 2 H) 7.70 (t, J=7.49 Hz, 1 H)
7.76 -7.86 (m, 1 H) 7.95 (d, J=8.11
Hz, 1 H)8.23 (br. s., 1 H) 9.12 (s, 1
H)

'"H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.71 (d, J=6.32 Hz, 6 H)
0.74 -0.86 (m, 1 H) 0.93 - 1.05 {m, 2
H)3.15 - 3.28 (m, 2 H) 4.59 (br. s., 1
H) 5.29 (s, 2 H) 6.18 (br. s., 2 H) 6.27
(d, J=3.02 Hz, 1 H) 6.97 - 7.01 (m, 2
H)7.02 (br.s., 1 H) 7.26 - 7.42 (m, 3
H)

'H NMR (300 MHz, CHLOROFORM-
d)d ppm 0.89-0.95(m, 1 H) 0.92 {1,
J=7.35Hz, 3H)1.00-1.26 (m, 4 H)
1.31-144 (m,2H)147 -1.75{(m, 8
H) 3.43 -3.59 (m, 2 H) 3.83 (d,
J=729Hz 2H)4.73 (br.s., 1 H)
4.93 (br.s., 2 H)6.08 (d, J=3.02 Hz,
1H)6.81 (d, /=3.02 Hz, 1 H)

LC
Yontemi,
Rt
(dakika)

A, 2.52

A, 245

A, 2.68

Bulunan
LC-MS

Kitlesi

347

310

302



53

54

55

56

YAPI

33

'"H NMR

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.19 - 0.35 (m, 2 H) 0.50-
0.65 (m, 2 H) 0.69 - 0.86 (m, 1 H)
0.91 (t, J=7.29 Hz, 3 H) 1.33 - 1.45
(m, 2 H) 1.49 - 1.65 (m, 2 H) 3.50 (td,
J=7.11, 5.57 Hz, 2 H) 4.00 {d, J=6.05
Hz, 2 H) 4.68 (br. s., 2 H) 4.80 (br. s.,
1H)6.10 (d, J=3.02 Hz, 1 H) 6.93 (d,
J=3.02 Hz, 1 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.69 - 0.74 (m, 3 H) 0.89 -
0.97 (m, 2 H) 1.07 - 1.13 (m, 2 H)
2.21 (s, 3 H) 3.14 - 3.27 (m, 2 H)
4.66 (br. s., 1 H)5.24 (s, 2 H) 6.40
(br. s., 2 H)6.78 - 6.86 (m, 1 H) 6.92
-7.05(m, 2 H) 7.26 - 7.41 (m, 3 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.96 (t, J=7.29 Hz, 3 H)
1.38 - 1.57 (m, 2 H) 1.58 - 1.75 (m, 2
H) 3.54 - 3.64 (m, 2 H) 4.29 - 4.42
(m, 2 H) 4.56 (t, J=4.88 Hz, 2 H) 4.59
(br.s., 2 H)5.96 (br. s., 1 H) 6.26 (d,
J=3.02 Hz, 1 H) 6.79 - .91 (m, 2 H)
6.99 (d, J=3.02 Hz, 1 H) 7.00 - 7.08
(m, 1 H) 7.28 - 7.34 (m, 2 H)

"H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.93 (t, J=7.35 Hz, 3 H)
1.36 - 1.52 (m, 2 H) 1.52 - 1.71 (m, 2

LC
Yontemi,
Rt
(dakika)

A, 219

A, 2.46

A, 247

C, 4.68

Bulunan
LC-MS

Kitlesi

260

310

326

298



# YAPI

N4 ~
/\/\ 8 /r\
57 N N/QN

58

N/

59

34

'"H NMR

H) 3.46 - 3.65 (m, 2 H) 5.35 (s, 2 H)
6.06 (br. s., 2 H) 6.22 (d, J=3.02 Hz,
1H) 7.13 (d, J=3.02 Hz, 1 H) 7.31 (,
J=5.02 Hz, 1 H) 8.02 (br. s., 1 H)
8.71 (d, J=5.09 Hz, 2 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.79 {t, J=7.29 Hz, 3 H)

LC
Yontemi,
Rt
(dakika)

1.22 (dd, J=15.19,749Hz, 2H) 1.39 A, 249

- 1.56 (m, 2 H) 3.29 - 3.45 (m, 2 H)
4.63

(br.s., 2 H)5.44 (s, 2 H) 6.17 (d,
J=3.02 Hz, 1 H) 7.00 (br. s., 1 H)
7.09 (d, J=3.02 Hz, 1 H) 7.18 - 7.28
(m, 1 H)7.42 - 7.57 (m, 1 H) 7.62 -
7.83 (m, 2 H) 7.97 (d, J=8.39 Hz, 1
H) 8.10 (d, J=8.39 Hz, 1 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.69 - 0.74 (m, 3 H) 0.89 -
0.97 (m, 2 H) 1.07 - 1.13 (m, 2 H)
2.21 (s, 3 H) 3.14 - 3.27 (m, 2 H)
4.66 (or. s., 1 H) 5.24 (s, 2 H) 6.40
(br.s., 2 H)6.78 - 6.86 {m, 1 H) 6.92
-7.05 (m, 2 H) 7.26 - 7.41 (m, 3 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.89 (t, J=7.22 Hz, 3 H)
1.26 - 1.40 (m, 2 H) 1.41 - 1.57 (m, 2
H) 1.70 - 1.77 (m, 6 H) 3.32 - 3.5
(m, 2 H) 4.47 (br. s., 2 H) 4.66 (d,
J=5.64 Hz, 2 H) 4.98 (br. s., 1 H)

A, 2.56

A, 2.37

Bulunan
LC-MS

Kitlesi

347

310

274



# YAPI

60

61
D /‘\>‘M
s~ N
62
63

35

'"H NMR

5.28 - 5.41 (m, 1 H) 6.06 (d, J=3.02
Hz, 1 H) 6.84 (d, J=3.02 Hz, 1 H)

"H NMR (300 MHz, CHLOROFORM-
d) & ppm 4.47 (br. s., 2 H) 4.74 (d,
J=5.50 Hz, 2 H) 5.15 (t, J=5.16 Hz, 1
H) 5.32 (s, 2 H) 6.22 (d, J=3.02 Hz, 1
H) 6.94 - 7.01 (m, 2 H) 7.03 (d,
J=3.02 Hz, 1 H) 7.14 (d, J=3.30 Hz, 1
H)7.17 - 7.27 (m, 3 H) 7.58 (d,
J=3.30 Hz, 1 H)

'H NMR (300 MHz, chloroform-d) &
ppm 4.38 (d, J=5.36 Hz, 2 H) 4.49
{br.s.,2H)4.54 - 466 (m, 1 H) 5.26
(s, 2H)6.21 (d, J=3.02 Hz, 1 H) 6.84
-6.92 (m, 2 H) 7.00 - 7.08 (m, 2 H)
7.08-714(m,1H)7.14-7.23(m, 3
H)8.15-8.23 (m, 1 H) 8.36 - 8.44
{m, 1 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.92 (t, J=7.35 Hz, 3 H)
1.37 (dg, J=14.90, 7.31 Hz, 2 H) 1.52
-1.63 (m, 2 H) 1.65 - 1.78 (m, 2 H)
1.78 -1.90 (m, 2 H) 1.91 - 2.05 {m, 2
H)2.47 - 2.83 (m, 2 H) 3.41 - 3.54
(m, 1 H) 4.05 (d, J=7.01 Hz, 2 H)
4.73 (br. s., 1 H) 4.89 (br. s., 2 H)
6.09 (d, J=3.02 Hz, 1 H) 6.85 (d,
J=3.02 Hz, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm

LC
Yontemi,
Rt
(dakika)

A, 1.86

A, 1.28

A, 2.33

B, 0.97

Bulunan
LC-MS

Kitlesi

337

331

274

310



64

65

66

YAPI

36

'"H NMR

0.75 (t, J=7.3 Hz, 3 H), 0.98 - 1.06
(m, 2 HY, 1.32 (quin, J=7.2 Hz, 2 H),
2.27 (s, 3 H), 3.24 - 3.28 (m, 2 H),
5.25 (br. ., 6 2 H), 5.44 (s, 2 H),
5.75 (t, J=5.4 Hz, 1 H), 5.87 (s, 1 H),
6.87 (d, J=7.0 Hz, 2 H), 7.19 - 7.25
(m, 1 H), 7.25 - 7.32 (m, 2 H)

'H NMR (300 MHz, CHLOROFORM-
d)d ppm 0.75 (t, J=7.30 Hz, 3 H)
0.89-1.06(m,2H)1.11-1.29 {(m, 2
H)3.24 -3.34 (m,2 H)5.16 (br. s., 1
H)5.47 (s, 2 H)5.96 (br. s., 2 H) 6.21
{d, J=3.02 Hz, 1 H)

7.00 (d, J=3.02 Hz, 1 H) 7.18 -7.26
(m, 2 H) 8.33 - 8.42 (m, 1 H) 8.49 -
8.59 (m, 1 H)

"H NMR (300 MHz, CHLOROFORM-
d)d ppm 0.95 (t, J=7.29 Hz, 3 H)
1.30 - 1.54 (m, 2 H) 1.70 (quin,
J=7.32 Hz, 2 H) 3.50 (td, J=7.11,
5.02 Hz, 2 H) 4.76 (br. 5., 2 H) 5.77
{s,2H)6.14 (d, J=3.02 Hz, 1 H) 7.17
-7.21 (m, 1 H)7.62-7.73 (m, 3 H)
7.80-7.87 (m,1H)8.25-8.34 (m, 1
H) 8.37 (d, J=5.77 Hz, 1 H) 8.59 (br.
s., 1H)

"H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.90 (t, J=7.22 Hz, 3 H)
1.25 - 1.40 (m, 2 H) 1.43 - 1.54 (m, 2

LC

Yontemi,

Rt

(dakika)

C 421

A, 2.61

A, 215

Bulunan
LC-MS

Kitlesi

297

347

299



# YAPI

CINNN /—"Nr\\}‘N

67

68

—
Q\/” /‘ §>_N
N

69 //‘fN

37

'"H NMR

H) 3.29 (td, J=7.11, 5.57 Hz, 2 H)
3.87 (br. s., 1 H)4.07 - 4.22 (m, 2 H)
4.23 -4.31 (m, 2 H) 4.61 (br. s., 2 H)
6.06 (t, J=2.06 Hz, 2 H) 6.14 (d,
J=3.02 Hz, 1 H) 8.29 (t, J=2.06 Hz, 2
H) 6.70 (d, J=3.02 Hz, 1 H)

H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.92 (t, J=7.29 Hz, 3 H)
1.26 - 1.47 (m, 2 H) 1.49 - 1.67 {m, 2
H)2.34 - 2.46 (m, 4 H) 2.72 - 2.81
(m, 2 H) 3.52 (td, J=7.22, 5.77 Hz, 2
H) 3.57 - 3.64 (m, 4 H) 4.17 - 4.24
(m, 2 H)5.75 - 6.08 (m, 2 H) 6.19 (d,
J=3.02 Hz, 1 H) 6.87 (d, J=3.02 Hz, 1
H) 8.19 (br. s., 1 H)

"H NMR (300 MHz, CHLOROFQORM-
d) & ppm 0.90 (t, J=7.29 Hz, 3 H)
1.30-1.46 (m,2H)1.58-1.73(m, 2
H) 3.53 (td, J=7.01, 5.22 Hz, 2 H)
532 (s,2H)5.78 -6.11 (m, 2 H)
6.18 (d, J=3.02 Hz, 1 H) 6.78 - 6.84
{m, 1 H)7.01 (d, J=3.02 Hz, 1 H)
7.18-7.24 (m, 2 H) 7.46 (d, J=9.07
Hz, 1 H) 7.54 (s, 1 H) 8.06 (d, J=6.74
Hz, 1 H)8.92-9.11 (m, 0 H)

"H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.74 {t, J=7.30 Hz, 3 H)
0.90-1.12 (m, 2 H) 1.14 - 1.27 {m, 2
H) 3.20 - 3.28 (m, 2 H) 3.85 (s, 3 H)

LC
Yontemi,
Rt
(dakika)

A, 1.16

A, 1.76

A, 2.44

Bulunan
LC-MS

Kitlesi

319

336

326



70

YAPI
N =
SUSaw

38

'"H NMR

4.55 (or. s., 3 H) 5.22 - 5.27 (m, 2 H)
6.18 (d, J=3.02 Hz, 1 H) 6.62 (d,
J=7.01 Hz, 1 H) 6.82 (t, J=7.56 Hz, 1
H) 6.87 (d, J=8.25 Hz, 1 H) 6.98 (d,
J=3.02 Hz, 1 H) 7.20 - 7.27 (m, 1 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.74 {t, J=7.40 Hz, 3 H)
0.88 -1.09 (m, 2 H) 1.10 - 1.25 (m, 2
H)3.18 -3.28 (m, 2 H) 4.21 (br. s., 1
H) 4.66 (br. s., 2 H) 5.23 (s, 2 H) 6.22
(d, J=3.16 Hz, 2 H) 6.89 (d, J=5.77
Hz, 1 H) 6.96 (d, J=3.02 Hz, 1 H)
8.51 -8.59 (m, 2 H)

H NMR (300 MHz, CHLOROFORM-
d) 5 ppm 0.91 {t, J=7.29 Hz, 3 H)
1.27 - 1.45 (m, 2 H) 1.49 - 1.67 {m, 3
H) 1.85 (d, J=7.01 Hz, 1 H) 1.91 -
2.12

(m, 2 H) 3.39 - 3.49 (m, 2 H) 3.72 (t,
J=6.67 Hz, 2 H) 4.02 (dd, J=15.81,
4.54 Hz, 1 H) 4.12 - 4.23 (m, 1 H)
4.42 (dd, J=15.74,1.72 Hz, 1 H) 5.76
-6.13 (m, 2 H) 6.23 (d, J=3.02 Hz, 1
H) 6.82 (d, J=3.02 Hz, 1 H) 7.61 -
7.79 (m, 1 H)

"H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.78 (t, J=7.30 Hz, 3 H)

1.00 - 1.15 (m, 2 H) 1.16 - 1.29 {m, 2
H)3.19 - 3.31 (m, 2 H) 4.46 (br. s., 1

LC
Yontemi,
Rt
(dakika)

A 1.14

A, 217

A, 227

Bulunan
LC-MS

Kitlesi

297

290

302



73

74

75

YAPI

e

B Y
0173

39

'"H NMR

H) 4.59 (br. s., 2 H) 5.27 (s, 2 H) 6.17
(d, J=3.02 Hz, 1 H) 6.82 (dd, J=4.95,
1.10 Hz, 1 H) 6.91 - 6.95 (m, 1 H)
6.97 (d, J=3.02 Hz, 1 H) 7.34 (dd,
J=4.95, 2.89 Hz, 1 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.79 (t, J=7.20 Hz, 3 H)
1.02 - 1.33 (m, 4 H) 1.90 - 2.08 {m, 2
H) 3.27 (td, J=6.80, 5.36 Hz, 2 H)
4.58 (br.s., 2 H)5.41 (s, 2 H) 6.19
(d, J=3.02 Hz, 1 H) 6.67 - 6.84 (m, 1
H) 6.93 (dd, J=5.02, 3.51 Hz, 1 H)
6.98 (d, J=3.16 Hz, 1 H) 7.26 (dd,
J=5.09, 0.96 Hz, 1 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.73 {t, J=7.20 Hz, 3 H)
0.89 (d, J=6.46 Hz, 3 H) 0.93 - 1.07
(m, 2 H) 1.07 - 1.29 (m, 2 H) 4.05 -
4.20 (m, 1 H) 4.43 (d, J=7.84 Hz, 1
H) 5.16 - 5.29 (m, 2 H) 5.33 (s, 2 H)
6.25 (d, J=3.02 Hz, 1 H) 6.88 (t,
J=T.49 Hz, 1 H) 7.02 - 7.13 (m, 3 H)
7.23-7.34 (m, 1 H)

'H NMR (300 MHz, CHLOROFORM-
d) & ppm 0.72 (t, J=7.00 Hz, 3 H)
0.83 (d, J=6.46 Hz, 3 H) 0.86 - 1.07
(m, 2 H) 1.08 - 1.22 (m, 2 H) 3.74 (s,
3 H)4.07 (s, 1 H) 4.57 - 4.62 (m, 1
H) 5.23 (s, 2 H) 5.30 - 5.55 (m, 2 H)

LC
Yontemi,
Rt
(dakika)

A, 228

A, 2.53

A, 2.58

Bulunan
LC-MS

Kitlesi

302

328

340



76

77

78

P

YAPI

QAL
=N

Moot \‘>_

o

40

'"H NMR

6.24 (d, J=3.02 Hz, 1 H) 6.82 - 6.89
(m, 2 H) 6.90 - 6.97 (m, 2 H) 7.02 (d,
J=3.02 Hz, 1 H)

'H NMR (300 MHz, DMSO-ds) & ppm
0.68 (t, J=7.20 Hz, 1 H) 0.81 - 0.95
(m, 2 H)0.96 - 1.14 {m, 2 H) 1.16 -
1.36 (m, 2 H) 1.36 - 1.62 (m, 2 H)
3.21-3.28 (m, 2 H) 4.09 - 4.25 (m, 1
H) 4.39 - 4.48 (m, 1 H) 5.15 - 5.26
(m, 2 H)5.32 - 5.39 (m, 1 H) 5.40 -
5.50 (m, 1 H) 5.55 - 5.65 (m, 1 H)
5.96 (d, J=2.90 Hz, 1 H) 6.34 - 6.44
(m, 1 H)6.97 - 7.05 (m, 1 H) 7.10 -
7.30 (m, 3 H)

'"H NMR (300 MHz, CHLOROFQORM-
dYo ppm 0.73 {t, J=7.20 Hz, 3 H)
0.80-1.00(m,4H)1.00-1.33{(m, 2
H)1.47 -1.83 (m,3 H)3.15-3.26
{m,1H)3.32-343(m, 1H)3.72 (s,
3H)4.01-4.14 {m, 1 H)4.22 (d,
J=8.25 Hz, 1 H) 4.40 (br. s., 2 H)
5.16-5.29 (m, 2 H) 6.18 (d, J=3.02
Hz, 1 H)6.80 -6.95 (m, 4 H) 7.03 (d,
J=3.02 Hz, 1 H)

H NMR (300 MHz, CDCls) 5 7.31 (t,
J=7.9Hz 1H), 7.12 (d, J = 3.0 Hz,
1H), 6.95 (d, J = 8.5 Hz, 1H), 6.89 (d,
J=7.6Hz, 1H), 6.63 (d, J = 6.9 Hz,
1H), 6.29 (d, J = 3.0 Hz, 1H), 5.33 (d,

LC
Yontemi,
Rt
(dakika)

A, 2.34

A, 2.34

A, 242

Bulunan
LC-MS

Kitlesi

372

384

384



# YAPI

79

80

81

41

"H NMR LC  Bulunan
Yontemi, LC-MS
Rt Kutlesi
(dakika)

J=86.0 Hz, 2H), 5.02 (s, 2H), 4.60 (s,
1H), 4.20 (s, 1H), 3.92 (s, 3H), 3.50 -
3.35 (m, 1H), 3.24 (td, J= 11.6, 2.7
Hz, 1H), 1.86 - 1.69 (m, 2H), 1.44 -
1.29 (m, 1H), 1.29 - 0.92 (m, 6H),
0.81 (t, J = 7.2 Hz, 3H).

'H NMR (300 MHz, CDCls) & 7.34 (t,

J=7.8Hz 1H), 7.10 (d, J = 3.0 Hz,

1H), .97 (d, J = 8.5 Hz, 1H), .91 (d,

J=7.4Hz, 1H), 6.65 (d, J = 7.4 Hz,

1H), 6.31 (d, J=3.0 Hz, 1H), 5.33 (s, A, 260 340
2H), 4.76 (d, J= 7.2 Hz, 1H), 4.18

(dt, J= 14.2, 6.9 Hz, 1H), 3.93 (s,

3H), 1.24 - 0.95 (m, 6H), 0.91 (d, J =

6.5 Hz, 3H), 0.79 (t, J = 7.0 Hz, 3H).

H NMR (300 MHz, CDCls) 5 7.24 (t,
J=7.8Hz, 1H), 7.05 (d, J = 3.0 Hz,
1H), 6.88 (d, J = 8.3 Hz, 1H), 6.83 (,
J=7.8Hz 1H), 6.56 (d, J = 7.3 Hz,
1H), 6.21 (d, J = 3.0 Hz, 1H), 5.26
(2d, J= 6.0 Hz, 2H), 4.90 (s, 2H),
4.52 (d, J=8.3 Hz, 1H), 4.17 (dd, J =
9.1, 6.4 Hz, 1H), 3.86 (s, 3H), 3.36
(ddd, J = 11.8, 5.0, 2.7 Hz, 1H), 3.17
(td, J= 11.5, 2.7 Hz, 1H), 1.77 - 1.60
(m, 1H), 1.37 - 1.13 (m, 2H), 1.09 -
0.75 (m, 4H), 0.71 (t, J = 7.0 Hz, 3H).

A, 225 370

'H NMR (300 MHz, CDCl3) & 7.27 A 219 358



# YAPI

82

83

5\0
84

42

'"H NMR

(dd, J=13.6, 6.2 Hz, 1H), 7.09 (d, J
= 10.1 Hz, 1H), 7.05 (d, J = 3.1 Hz,
1H), 7.02 (d, J = 7.7 Hz, 1H), 6.63 (t,
J=7.2Hz 1H), 6.24 (d, J = 3.0 Hz,
1H), 5.42 - 5.25 {m, 2H), 4.78 (s,
2H), 4.43 (s, TH), 4.20 (s, 1H), 3.48 -
3.36 (m, 1H), 3.25 (td, J= 11.6, 2.5
Hz, 1H), 1.82 - 1.65 (m, 2H), 1.39 -

0.86 (m, 5H), 0.71 (t, J = 7.1 Hz, 3H).

'H NMR (300 MHz, CDCls) 5 6.92 (d,
J=3.0 Hz, 1H), 6.16 (d, J = 3.0 Hz,
1H), 5.85 (s, 1H), 5.51 (s, 2H), 4.60 -
4.39 (m, 1H), 4.24 - 4.04 (m, 2H),
3.81(d, J=6.6 Hz, 2H), 2.71 (dt, J =
14.9, 7.5 Hz, 1H), 2.15 - 1.32 (m,
13H), 0.97 (t, J = 7.3 Hz, 3H).

'H NMR (300 MHz, CDCls) 5 7.44 -
7.28 (m, 5H), 6.93 (d, J = 3.0 Hz,
1H), 6.17 (d, J = 3.0 Hz, 1H), 4.95 (s,
1H), 4.83 (s, 2H), 4.78 (d, J = 5.2 Hz,
2H), 4.03 (t, J = 7.2 Hz, 2H), 1.85 -
1.59 (m, 2H), 1.35 - 1.10 (m, 2H),
0.84 (t, J = 7.3 Hz, 3H).

'H NMR (300 MHz, CDCls) 5 6.94 (d,
J= 3.0 Hz, 1H), 6.17 (d, J = 3.0 Hz,
1H), 5.08 (s, 2H), 4.46 (s, 1H), 4.27 -
3.99 (m, 2H), 3.72 (d, J = 6.9 Hz,
2H), 8.12 - -0.50 {m, 80H), 2.71 (dd,
J=14.9, 7.4 Hz, 1H), 2.13 - 1.31 (m,

LC
Yontemi,
Rt
(dakika)

A, 2.22

A, 2.55

A, 2.65

Bulunan
LC-MS

Kitlesi

318

296

332



43

YAPI "H NMR LC Bulunan
Yontemi, LC-MS
Rt Kutlesi
(dakika)

85

86

87

88

16H), 0.92 (t, J = 6.8 Hz, 3H).

H NMR (300 MHz, CDCls) 5 8.75 (d,
J=19Hz, 1H), 7.19 (s, J = 1.9 Hz,
1H), 7.02 (d, J = 3.0 Hz, 2H), 6.19 (d,
J=3.0 Hz, 1H), 5.36 (s, 2H), 5.22 -
4.88 (m, 2H), 4.37 (s, 2H), 3.48 (dd,
J=23.1,14.8 Hz, 3H), 2.03 - 1.83
(m, 2H), 1.81 - 1.05 (m, 5H), 0.82 (dt,
J=19.4, 7.1 Hz, 3H).

H NMR (300 MHz, CDCls) 5 7.48 -
7.28 (m, 3H), 7.15 (d, J = 6.8 Hz,
2H), 5.72 (d, J = 3.3 Hz, 1H), 5.25 (s,
2H), 4.44 (s, 2H), 4.16 (s, 1H), 3.23
(dd, J=12.0, 6.8 Hz, 2H), 1.18 (dd, J
= 14.4,7.1 Hz, 2H), 1.03 (dd, J =
15.0, 7.1 Hz, 2H), 0.79 {t, J = 7.1 Hz,
3H).

'H NMR (300 MHz, CDCls) 5 6.88 (d,
J=3.0Hz, 1H), .13 (d, J = 2.9 Hz,
1H), 5.60 (s, 1H), 5.46 (s, 2H), 4.57 -
4.45 (m, 1H), 4.00 (dd, J = 15.0, 6.2
Hz, 1H), 3.89 - 3.69 (m, 3H), 2.10 -
1.91 (m, 2H), 1.85 - 1.06 (m, 16H),
0.95 (dd, J = 15.9, 8.6 Hz, 3H).

"H NMR (300 MHz, CDCls) 5 8.79 (d,
J=1.9Hz 1H), 7.19 (d, J = 1.6 Hz,
1H), 7.07 (s, 1H), 6.25 (d, J = 8.1 Hz,
1H), 6.22 (d, J = 3.0 Hz, 1H), 5.43 (d,
J=1.3 Hz, 2H), 4.42 (s, 2H), 4.34

A, 1.35

A, 1.89

A, 1.51

347

314

346

361



# YAPI

89

90

91

44

"H NMR LC  Bulunan
Yontemi, LC-MS
Rt Kutlesi
(dakika)

(ddd, J=11.0, 5.5, 2.9 Hz, 1H), 3.57
(dd, J=11.8, 2.6 Hz, 1H), 3.44 (d, J
= 11.7, 2.4 Hz, 2H), 2.03 - 1.87 (m,
2H), 1.70 - 1.45 (m, 2H), 1.41 -1.18
(m, 4H), 0.87 (t, J = 6.5 Hz, 3H),

H NMR (300 MHz, CDCl3) & 9.55 (s,
1H), 8.34 (d, J = 4.5 Hz, 1H), 7.70
(td, J=7.7, 1.7 Hz, 1H), 7.30 (d, J =
7.8 Hz, 1H), 7.23 (dd, J = 7.0, 5.1 Hz,
1H), 7.04 (d, J = 3.0 Hz, 1H), 6.21 (d,
J=3.0 Hz, 1H), 5.92 (s, 3H), 5.25 (s,
2H), 4.75 (d, J = 5.5 Hz, 2H), 2.32 (s,
3H).

A, 1.25 336

'H NMR (300 MHz, CDCls) & 9.39 (s,

1H), 7.63 (t, J = 7.7 Hz, TH), 7.17 (s,

1H), 7.14 (d, J = 5.5 Hz, 1H), 7.10 (d,

J=32Hz 1H),6.24 (d, J=3.0Hz, A, 137 350
1H), 6.01 (s, 1H), 5.33 (s, 2H), 5.27

(s, 2H), 4.83 (d, J = 5.6 Hz, 2H), 2.39

(s, 3H), 2.38 (s, 3H).

H NMR (300 MHz, CDCls) & 6.90 (d,
J=3.0 Hz, 1H), .26 (d, J = 3.0 Hz,
1H), 5.49 (s, 1H), 5.34 (d, J = 23.9
Hz, 2H), 4.55 - 4.31 (m, 2H), 4.23 (s,
1H), 4.09 (dd, J = 15.8, 4.2 Hz, 1H),
3.85 - 3.49 (m, 4H),

2.15 - 1.81 (m, 6H), 1.75 - 1.54 (m,
4H), 1.54 - 1.30 {m, 3H), 0.89 (dd, J
= 14.3, 7.3 Hz, 3H).

A, 2.22 348



45

# YAPI "H NMR LC Bulunan
Yontemi, LC-MS
Rt Kutlesi
(dakika)

'H NMR (300 MHz, CDCl3) & 6.70 (d,

= J=2.9Hz 1H), 6.06 (d, J= 3.0 Hz,
O\/N e
; e 1H), 5.43 (s, 1H), 5.31 (s, 2H), 4.26
\;}"” {t, J=12.8 Hz, 2H), 4.03 (s, 1H),
A, 2.00 334

3.89 (dd, J = 15.8, 4.3 Hz, 1H), 3.69 -
3.24 (m, 4H), 2.09 - 1.61 (m, 4H),
1.60 - 1.33 (m, 4H), 1.31 - 1.09 {m,

92 3H), 0.74 (t, J = 7.2 Hz, 3H).
H NMR (300 MHz, CDCls) & 7.37 (t,
o J=7.4Hz, 3H), 7.08 (d, J = 6.6 Hz,
hd N\ 2H), 6.90 (d, J = 2.7 Hz, 1H), 5.25 (s,
Na, N

\_ ~~  2H)453(s,2H),435(s, 1H), 325 A, 240 314
A {) (dd, J=12.1,6.8 Hz, 2H), 1.32 - 1.13

(r (m, 2H), 1.04 (dg, J = 13.9, 7.1 Hz,

93 2H), 0.79 (t, J = 7.2 Hz, 3H).

'H NMR (300 MHz, CDCl;) 5 7.38 (q,
. J=6.2 Hz, 3H), 7.07 (d, J = 6.5 Hz,

TN 2H), 6.97 (d, J = 2.7 Hz, 1H), 5.26 (d,

~ J=2.4Hz, 2H), 452 (s, 2H), 4.20 (d,
J=11.6 Hz, 1H), 3.42 (d, J=11.7
Hz, 1H), 3.22 (td, J = 11.7, 2.4 Hz,
2H), 1.85 - 1.66 (m, 2H), 1.24 (d, J =
7.1 Hz, 2H), 0.95 (ddd, J = 24.8,
13.8, 9.0 Hz, 3H), 0.75 {t, J = 6.8 Hz,
94 3H).

A, 224 358

"H NMR (300 MHz, CDCls) 5 7.46 -

7.31 (m, 3H), 7.07 (d, J = 6.5 Hz,

2H), 6.97 (d, J= 2.7 Hz, 1H), 5.26 (d,
95 J=3.3 Hz, 2H), 4.55 (s, 2H), 4.32 -

A, 2.44 372



46

'"H NMR LC

Yontemi,

# YAPI Bulunan

LC-MS

96

97

98

99

4.02 (m, 1H), 3.53 - 3.33 (m, 1 H),
3.22 (td, J= 11.7, 2.5 Hz, 2H), 1.74

. {ddd, J=14.3, 8.6, 4.1 Hz, 2H), 1.38

- 1.08 (m, 3H), 0.93 (ddd, J = 13.8,
11.7, 4.3 Hz, 4H), 0.80 {t, J = 7.2 Hz,
3H).

'H NMR (300 MHz, CDCls) 5 7.49 -
7.30 (m, 3H), 7.08 (d, J = 6.3 Hz,
2H), 8.91 (d, J = 2.7 Hz, 1H), 5.24 (s,
2H), 4.51 (s, 2H), 4.28 - 3.96 (m,
1H), 1.08 (dddd, J = 18.0, 16.8, 13.6,
10.8 Hz, 7H), 0.85 (d, J = 6.4 Hz,
3H), 0.77 (dd, J = 9.4, 4.5 Hz, 3H).

"H NMR (300 MHz, DMSO-ds) & ppm
0.94 (t, J=7.4 Hz, 3H), 1.29 - 1.47 (m,
2 H), 1.61 (t, J=7.1 Hz, 2 H), 3.46 (q,
J=6.7 Hz, 2 H), 3.80 (s, 6 H), 5.17 (s,
2 H), 5.31 (s, 2 H), 5.80 (d, J=2.9 Hz,
1H), 6.33 (t, J=5.4 Hz, 1 H), 6.66 -

6.83 (m, 3 H), 7.38 (1, J=8.5 Hz, 1 H)

"H NMR (300 MHz, DMSO-ds) & ppm
0.91 (t, J=7.29 Hz, 3 H) 1.14 - 1.43
(m, 5 H) 1.46 - 1.72 (m, 2 H) 3.79 (s,
6 H) 4.41 - 4.60 {m, 1 H) 5.32 - 5.49
(m, 2 H) 6.02 (d, J=3.02 Hz, 1 H)
6.72 -6.88 (m, 5 H) 6.92 (d, J=3.02
Hz, 1 H) 7.40 (t, J=8.39 Hz, 1 H)

H NMR (300 MHz, DMSO-ds) 5 ppm
0.79 -0.93 (m, 3 H) 1.18 - 1.39 (m, 4

Rt
(dakika)

A, 255

A2.79

A2.97

A2.70

Kitlesi

328

356

370

414



# YAPI

100
L
2 Ny "
101

47

'"H NMR

H) 1.49 - 1.86 (m, 4 H) 3.41 - 3.54
(m, 2 H)3.78 (s, 6 H) 4.30 - 4.48 (m,
1H) 4.56 - 4.70 {m, 1 H) 5.10 - 5.24
(m, 2 H)5.32 (s, 2 H) 5.78 - 5.83 (m,
1H)5.85-5.93(m, 1H)6.76 (s, 3
H) 7.30 - 7.44 (m, 1 H)

"H NMR (300 MHz, DMSO-ds) & ppm
0.74 -1.01 (m, 3 H) 1.19 - 1.44 (m, 2
H) 1.46 - 1.74 (m, 2 H) 3.45 - 3.58
(m, 2 H) 3.80 (s, 6 H) 4.24 - 4.43 (m,
1H) 4.75 - 4.88 (m, 1 H) 5.11-5.22
(m, 2 H) 5.23-5.36 (m, 2 H) 5.74-5.81
(m, 1H) 5.81-5.85 (m, 1 H) 6.78 (s, 3
H) 7.29-7 44 (m, 1 H)

"H NMR (300 MHz, DMSO-ds) & ppm
0.75-0.93 (m, 3 H) 1.19 - 1.40 (m, 4
H) 1.45 - 1.61 (m, 1H) 1.61-1.78 (m,
1H)3.44 - 3.63 (m, 2 H) 3.80 (s, 6
H) 4.31 (d, J=4.95 Hz, 1 H) 4.81 (br.
s, 1H)5.17 (s, 2 H) 5.30 (s, 2 H)
5.78 (d, J=8.52 Hz, 1 H) 5.83 (d,
J=3.02 Hz, 1 H) .69 - 6.82 (m, 1 H)
6.69 - 6.82 (m, 2 H) 7.37 (t, J=8.39
Hz, 1 H)

LC
Yontemi,
Rt
(dakika)

A249

A,2.69

Bulunan
LC-MS

Kitlesi

386

400



# YAPI

102

104

105

48

'"H NMR LC

Yontemi,

Rt

(dakika)

"H NMR (300 MHz, DMSO-ds) & ppm
0.89 (t, J=7.40 Hz, 3 H) 1.20 - 1.42
(m, 2 H) 1.44 - 1.85 (m, 4 H) 3.42 -
3.54 (m, 2 H) 3.78 (s, 6 H) 4.32 -
4.51 (m, 1H) 4.56 - 4.69 (m, 1 H)
512 -5.23 (m, 2 H) 5.32 (s,

2 H) 5.81 (d, J=2.90 Hz, 1 H) 5.85 -
5.93 (m, 1 H) 6.71 - 6.79 (m, 3 H)
7.31-7.44 (m, 1 H)

A2.57

'H NMR (400 MHz, DMSO-ds) 5 ppm
3.17 (s, 3H) 3.31-3.42 (m, 3 H)
3.45 -3.56 (m, 3 H) 3.86 (s, 3 H)
5.11 (br.s., 2 H) 5.35 (s, 2 H) 5.62 (t,
J=5.05 Hz, 1 H) 5.97 (d, J=2.83 Hz, 1
H) 6.60 - 6.69 (m, 1 H) 6.84 (td,
J=T.47,0.81 Hz, 1 H) 7.05 (d, J=8.07
Hz, 1 H) 7.18 (d, J=3.23 Hz, 1 H)

7.22-7.33 (m, 1 H) D,0.74

H NMR (300 MHz, DMSO-de) & ppm
1.56 (d, J=6.87 Hz, 3 H) 4.01 (s, 3 H)
5.26 (s, 2 H) 5.49 {t, J=7.01 Hz, 1 H)
5.89 (d, J=2.89 Hz, 1 H) 6.67 (d,
J=7.42 Hz, 1 H) 7.14 (d, J=2.89 Hz, 1
H) 7.28 (dd, J=7.01, 5.22 Hz, 1 H)
7.50 (d, J=7.84 Hz, 1 H) 7.78 (id,
J=7.70, 1.65 Hz, 1 H) 8.56 (d, J=4.67

Hz, 1 H) A1.23

"H NMR (300 MHz, DMSO-ds) 3 ppm
1.53 (d, J=6.87 Hz, 3H)3.24 (s, 3H) A,1.45

Bulunan
LC-MS

Kitlesi

400

328

269

313



106

107

108

YAPI

49

"H NMR LC
Yontemi,

Rt
(dakika)

3.68 (t, J=4.81 Hz, 2 H) 4.42 {t,
J=4.81 Hz, 2 H) 5.24 (s, 2 H) 5.47 {t,
J=7.01 Hz, 1 H) 5.94 (d, J=2.89 Hz, 1
H) 6.93 (d, J=7.42 Hz, 1 H) 7.20 (d,
J=3.02 Hz, 1 H) 7.26 (dd, J=7.22,
5.02 Hz, 1 H) 7.47 (d, J=7.84 Hz, 1
H) 7.75 (td, J=7.63, 1.37 Hz, 1 H)
8.55 (d, J=4.81 Hz, 1 H)

'"H NMR (400 MHz, DMSO-ds) 3 ppm
0.95(t,J=7.37 Hz, 3 H)1.37 - 146

(m, 2 H) 1.64 (quin, J=7.26 Hz, 2 H)

3.42 (id, J=6.93, 5.28 Hz, 2 H) 3.90
(s,3H)5.18 (s, 2 H) 5.38 (s, 2 H)

5.89 (d, J=3.08 Hz, 1 H) 7.21 (d,

J=3.08 Hz, 1 H) 7.42 (dd, J=8.47,

4.73 Hz, 1 H) 7.54 - 7.60 (m, 2 H)

8.11 (dd, J=4.73, 1.21 Hz, 1 H) D,0.90

'H NMR (400 MHz, DMSO-ds) 3 ppm

3.20 (s, 3 H) 3.36 {t, J=6.05 Hz, 2 H)

3.47 -3.54 (m, 2 H) 3.71 (s, 3 H)

5.29 (s, 2 H) 5.42 (s, 2 H) 5.88 (t,

J=5.50 Hz, 1 H) 6.00 (d, J=2.86 Hz, 1

H) 6.61 (d, J=7.48 Hz, 1 H) 6.63 -

6.66 (M, 1 H) 6.83 (dd, J=8.14, 2.20

Hz, 1 H)7.23 (t, J=7.92 Hz, 1 H) 7.35

(d, J=3.08 Hz, 1 H) D,0.71

H NMR (400 MHz, DMSO-de) & ppm
1.21 (d, J=7.04 Hz, 6 H) 3.02 (m,
J=6.60, 6.60, 6.60, 6.60,6.60, Hz, 0  D,0.77

Bulunan

LC-MS

Kitlesi

327

328

370



109

110

YAPI

5 —

50

'"H NMR LC

Yontemi,

Rt

(dakika)

H) 4.64 (d, J=5.72 Hz, 2 H) 5.35 (s, 2
H) 5.56 (s, 2 H) 5.97 (d, J=3.08 Hz, 1
H) 6.01 (d, J=0.66 Hz, 1 H) 7.24 (t,
J=5.83 Hz, 1 H) 7.32 (d, J=3.08 Hz, 1
H) 7.40 (d, J=1.98 Hz, 1 H) 9.03 (d,
J=1.76 Hz, 1 H)

"H NMR (400 MHz, DMSO-ds) & ppm
0.70 (t, J=7.04 Hz, 3 H) 0.84 - 0.95
(m, 2 H) 1.17 - 1.35 (m, 2 H) 1.38 -
1.46 (m, 1 H) 1.53 - 1.62 (m, 1 H)

3.23 - D.0.8

3.34 (m, 2 H) 3.68 (s, 3 H) 4.22 (dt,
J=8.53, 4.43 Hz, 1 H) 4.49 {t, J=5.50
Hz, 1 H) 5.14 (d, J=8.58 Hz, 1 H)
5.23 (s, 2 H) 5.45 (g, J=16.95 Hz, 2
H) 5.98 (d, J=2.86 Hz, 1 H) 6.48 (d,
J=7.70 Hz, 1 H) 6.56 - 6.58 (m, 1 H)
6.82 (dd, J=8.14, 2.20 Hz, 1 H) 7.21
(t, J=7.92 Hz, 1 H) 7.34 (d, J=3.08
Hz, 1 H)

"H NMR (400 MHz, DMSO-ds) 8 ppm

2.30 (s, 3 H) 3.80 {s, 3H) 4.55 (d,

J=572 Hz, 2 H)5.34 (s, 2 H) 5.41 (s,

2 H)5.71 (d, J=0.88 Hz, 1 H)5.99 (d,

J=2.86 Hz, 1 H) 6.44 (dd, J=7.59,

1.43 Hz, 1 H) 6.50 (t, J=5.83 Hz, 1 H)

6.80 (td, J=7.43, 0.99 Hz, 1 H) 7.01

(d, J=7.48 Hz, 1H) 7.21 - 7.27 (m, 2

H) D,0.79

Bulunan
LC-MS

Kitlesi

370

365



# YAPI

111

112

113

51

'"H NMR

"H NMR (400 MHz, DMSO-ds) & ppm
1.59 - 1.70 (m, 4 H) 2.28 - 2.39 (m, 4
H) 3.18 (s, 3 H) 3.32 (t, J=6.46 Hz, 2
H) 3.44 - 3.50 (m, 4 H) 5.26 (s, 2 H)
5.43 (s, 2 H) 5.86 {t, J=4.84 Hz, 1 H)
5.97 (d, J=2.83 Hz, 1 H) 6.84 - 6.90
(m, 0 H)7.03 (s, 1 H) 7.15 (m,
J=7.67 Hz, 1 H) 7.22 (t, J=7.30 Hz, 1
H) 7.32 (d, J=3.23 Hz, 1 H)

H NMR (300 MHz, DMSO-de) & ppm
2.29 (s, 3 H) 4.55 {d, J=5.50 Hz, 2 H)
5.55 (s, 1 H) 5.61 (s, 2 H) 5.68 (br.
s., 2H)6.11 (d, J=2.89 Hz, 1 H) 6.83
(d, J=5.64 Hz, 2 H) 6.92 (t, J=5.43
Hz, 1 H) 7.43 (d, J=3.02 Hz, 1 H)
8.44 (d, J=5.77 Hz, 2 H)

H NMR (400 MHz, DMSO-ds) & ppm
2.60 (s, 3 H) 3.22 (s, 3 H) 3.52 (t,
J=5.70 Hz, 2 H) 3.72 (g, J=5.58 Hz, 2
H)5.71 (br. s., 2 H) 6.26 (d, J=3.08
Hz, 1 H) 7.21 (d, J=7.48 Hz, 1 H)
7.34 -7.58 (m, 3H)7.72 (d, J=2.86
Hz, 1 H) 7.94 (t, J=7.70 Hz, 1 H) 8.81
-8.97 (m, 1 H) 12.60 (br. s., 1 H)

H NMR (400 MHz, DMSO-ds) 8 ppm
0.87 (t, J=7.37 Hz, 3 H) 1.18 - 1.32
(m, 2 H) 1.50 (quin, J=7.21 Hz, 2 H)
3.33-3.38 (m, 2 H) 5.27 (s, 2 H)
5.79 (s, 2 H) 5.99 (d, J=3.08 Hz, 1 H)

LC
Yontemi,
Rt
(dakika)

E,1.18

A,0.994

E.1.28

E.1.6

Bulunan
LC-MS

Kitlesi

381

336

313

303



# YAPI
T
| N h
e \ Ha
o _N>~N
- OJ—NH
7/
115
Oy
116
F- / o
¢ | Van:
2 \ HZ
s _N}w
A~
117

52

'"H NMR

6.47 (t, J=5.28 Hz, 1 H) 7.35 (d,
J=2.86 Hz, 1 H) 7.67 (d, J=3.08 Hz, 1
H) 7.77 (d, J=3.30 Hz, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm
3.30 (s, 3 H) 3.52 - 3.57 (m, 2 H)
3.57 -3.64 (m, 2 H) 3.90 (s, 3 H)
5.23 (s, 2 H) 5.37 (s, 2 H) 5.90 (d,
J=3.08 Hz, 1 H) 7.21 (d, J=2.86 Hz, 1
H) 7.41 (dd, J=8.36, 4.62 Hz, 1 H)
7.54 (dd, J=8.58, 1.10 Hz, 1 H) 7.80
(t, J=4.95 Hz, 1 H) 8.12 (dd, J=4.73,
1.21 Hz, 1 H)

H NMR (400 MHz, DMSO-ds) & ppm
0.78 (t, J=7.30 Hz, 3 H) 1.01 - 1.11
(m, 2 H) 1.33 (quin, J=7.26 Hz, 2 H)
1.62-1.68 (m, 4 H)2.31-2.37 (m, 4
H) 3.25 - 3.29 (m, 2 H) 3.48 (s,

2 H)5.21 (s, 2 H) 5.47 (s, 2 H) 5.69
(t, J=5.39 Hz, 1 H)5.97 (d, J=2.86
Hz, 1 H) 6.79 (d, J=7.48 Hz, 1 H)
7.01 (s, 1 H) 7.15 (d, J=7.70 Hz, 1 H)
7.21 (t, J=7.59 Hz, 1 H) 7.31 (d,
J=2.86 Hz, 1 H)

H NMR (400 MHz, DMSO-de) & ppm
3.15 (s, 3 H) 3.35 {1, J=5.83 Hz, 2 H)
3.50 (g, J=5.65 Hz, 2 H) 5.30 (s, 2 H)
5.63 (s, 2 H) 6.01 {d, J=3.08 Hz, 1 H)
6.56 (t, J=5.39 Hz, 1 H) 7.17 (d,

J=8.36 Hz, 1 H) 7.39 (d, J=3.08 Hz, 1

LC
Yontemi,
Rt
(dakika)

D,0.68

D,0.73

D,0.77

Bulunan
LC-MS

Kitlesi

329

379

367



# YAPI

118

119

120

121

53

'"H NMR

H) 8.21 (dd, J=8.36, 1.98 Hz, 1 H)
8.91-8.94 (m, 1 H)

H NMR (300 MHz, DMSO-de) & ppm
3.15 (s, 3 H) 3.25 - 3.31 (m, 2 H)
3.47 (d, J=5.77 Hz, 2 H) 5.32 (s, 2 H)
5.53 (s, 2 H) 5.97 (s, 1 H) 6.03 (d,
J=2.89 Hz, 1 H) 6.91 (d, J=5.91 Hz, 2
H) 7.36 (d, J=3.02 Hz, 1 H) 8.47 (d,
J=5.91 Hz, 2 H)

'H NMR (300 MHz, DMSO-ds) 3 ppm
3.26 (s, 3 H) 3.44 - 3.52 (m, 2 H)
3.52 -3.62 (m, 2 H) 5.30 (s, 2 H)
5.44 (s, 2 H) 5.96 {d, J=3.02 Hz, 1 H)
7.29 (d, J=7.70 Hz, 1 H) 7.33 - 7.45
(m, 1 H)7.33 - 7.45 (m, 2 H) 7.83 (td,
J=7.70, 1.65 Hz, 1 H) 8.56 (d, J=4.26
Hz, 1 H)

'H NMR (400 MHz, DMSO-ds) 3 ppm
3.25-3.29 (m, 3 H) 3.47 - 3.54 (m, 2
H) 3.54 - 3.61 (m, 2 H) 3.81 (s, 3 H)
5.25 (s, 2H) 5.33 (s, 2 H) 5.94 (d,
J=3.08 Hz, 1 H) 6.95 (dd, J=5.72,
2.64 Hz, 1 H) 6.98 (d, J=2.42 Hz, 1
H) 7.39 (d, J=3.08 Hz, 1 H) 7.74 (t,
J=5.06 Hz, 1 H) 8.37 (d, J=5.72 Hz, 1
H)

H NMR (400 MHz, DMSO-de) & ppm
3.18 (s, 3 H) 3.38 {t, J=5.70 Hz, 2 H)
3.51 (q, J=5.65 Hz, 2 H) 3.91 (s, 3 H)

LC
Yontemi,
Rt
(dakika)

A,0.83

A0.83

D,0.65

D,0.52

Bulunan
LC-MS

Kitlesi

299

299

329

329



# YAPI

122
<\ /<\
EN_/ o
' \
B .
o]
_
123
N
\_/ N
.S
i . PN
124
125

54

'"H NMR

5.31 (s, 2 H) 5.40 (s, 2 H) 5.95 - 6.00
(m, 2 H) 7.08 (d, J=5.72 Hz, 1 H)
7.21(d, J=3.08 Hz, 1 H) 7.65 (s, 1 H)
8.38 (d, J=5.72 Hz, 1 H)

H NMR (400 MHz, DMSO-ds) 3 ppm
2.28 (s, 3 H) 4.56 {d, J=5.94 Hz, 2 H)
5.38 (s, 2 H) 5.68 (s, 2 H) 5.76 (d,
J=0.88 Hz, 1 H) 6.05 (d, J=3.08 Hz, 1
H) 7.04 (d, J=8.36 Hz, 1 H) 7.08 (t,
J=5.83 Hz, 1 H) 7.41 (d, J=3.08 Hz, 1
H) 8.16 (dd, J=8.36, 1.98 Hz, 1 H)
8.82 -8.85 (m, 1 H)

H NMR (400 MHz, DMSO-ds) & ppm
2.31 (s, 3 H) 3.85 (s, 3 H) 4.56 (d,
J=5.72 Hz, 2 H) 5.37 (s, 2 H) 5.44 (s,
2 H) 5.82 (s, 1 H) 6.01 (d, J=3.08 Hz,
1H)6.70 (t, J=5.72 Hz, 1 H) 7.05 (d,
J=5.72 Hz, 1 H) 7.22 (d, J=2.86 Hz, 1
H) 7.53 (s, 1 H) 8.37 (d, J=5.50 Hz, 1
H)

"H NMR (400 MHz, DMSO-des) & ppm
2.31(s, 3H)3.71 (s, 3H) 3.72 (s, 3
H) 4.60 (d, J=5.72 Hz, 2 H) 5.32 -
5.37 (m, 4 H) 5.86 (s, 1 H) 5.99 (d,
J=2.86 Hz, 1 H) 6.55 (d, J=7.92 Hz, 1
H) 6.83 (t, J=5.83 Hz, 1 H) 7.19 (d,
J=7.92 Hz, 1 H) 7.34 (d, J=2.86 Hz, 1
H)

'H NMR (400 MHz, DMSO-ds) & ppm

LC
Yontemi,
Rt
(dakika)

D,0.80

D,0.58

D.0.70

D,0.67

Bulunan
LC-MS

Kitlesi

404

366

396

354



55

# YAPI H NMR LC  Bulunan
Yontemi, LC-MS
Rt Kitlesi
(dakika)
Fu 2.34 (s, 3 H) 4.63 (d, J=5.50 Hz, 2 H)
~ /-:\/\*””z 5.36 (s, 2 H) 5.58 {d, J=1.76 Hz, 2 H)
FJN_ " 5.97 (d, J=3.08 Hz, 1 H) 6.06 (d,
0\? J=0.88 Hz, 1 H) 7.26 (dd, J=3.08,

0.88 Hz, 1 H) 7.44 - 7.49 (m, 1 H)
7.62 (t, J=5.72 Hz, 1 H) 7.78 (ddd,
J=9.90, 8.47,1.21 Hz, 1 H) 8.21 -
8.24 (m, 1 H)

'"H NMR (400 MHz, DMSO-ds) 3 ppm

Q/’/ " 0.76 -0.83 (m,2H)0.99-1.04 (m, 2
o N \ H
H~>~N : H) 2.06 (tt, J=8.47, 4.95 Hz, 1 H)
NH
al 4.59 (d, J=5.50 Hz, 2 H) 5.36 (s, 2 H)

5.48 (s, 2 H)5.90 (s, 1 H) 5.99 (d,
J=2.86 Hz, 1 H) 7.14 - 7.17 (m, 1 H)
7.31-7.35 (m, 1 H) 7.40 (d, J=2.86
Hz, 1 H) 7.74 (t, J=5.61 Hz, 1 H) 7.76

126 -7.82(m,1H)8.40-843(m, 1H) D,0.74 362
'H NMR (400 MHz, DMSO-ds) & ppm
% PN 1.19 (d, J=7.04 Hz, 6 H) 2.94 - 3.08
~ \ /N / \>_NH
N 0 (m, 1 H) 4.63 (d, J=5.72 Hz, 2 H)

@/— 5.37 (s, 2 H) 5.49 (s, 2 H) 5.93 (s, 1
/\Ji H) 5.99 (d, J=3.08 Hz, 1 H) 7.15 (d,
J=7.92 Hz, 1 H) 7.32 (dd, J=7.04,
5.06 Hz, 1 H) 7.41 (d, J=2.86 Hz, 1
H) 7.74 (t, J=5.61 Hz, 1 H) 7.78 (td.
127 J=7.70, 1.76 Hz, 1 H) 8.40 (d, J=4.18 D,0.79 364
Hz, 1 H)

"H NMR (400 MHz, DMSO-ds) 3 ppm
128 2.35 (d, J=0.66 Hz, 3 H) 3.15 (s, 3H) FE,1.09 303



# YAPI
O/
S
KT
NH S NHL N
Q
N/
= o
i (
NHy =N N'L‘
O
129

130

131

56

'"H NMR LC

Yontemi,

Rt

(dakika)

3.55 (t, J=5.06 Hz, 2 H) 4.36 (t,
J=4.95 Hz, 2 H) 4.62 (d, J=5.72 Hz, 2
H) 5.31 (s, 2 H) 5.92 (d, J=3.08 Hz, 1
H) 6.18 (d, J=0.88 Hz, 1 H) 6.84 (t,
J=5.83 Hz, 1 H) 7.17 (d, J=3.08 Hz, 1
H)

"H NMR (400 MHz, DMSO-ds) & ppm

1.38 (t, J=6.9 Hz, 3 H), 3.15 (s, 3 H),

3.27 -3.33 (m, 2 H), 3.47 (g, J=5.6

Hz, 2 H), 4.10 (g, J=7.0 Hz, 2 H),

5.29 (s, 26 H), 5.37 (s, 2 H), 5.72 (1,

J=5.4 Hz, 1 H), 5.97 (d, J=2.9 Hz, 1

H), 6.59 (dd, J=7.5, 1.5 Hz, 1 H),

6.79-6.85 (m, 1 H), 7.02 (d, J=7.7

Hz, 1 H), 7.20 - 7.27 (m, 2 H) E,1.52

'H NMR (400 MHz, DMSO-ds) & ppm
0.71-0.78 (m, 3 H), 0.96 - 1.08 (m, 2

H), 1.28 - 1.38 {m, 2 H), 3.22 - 3.29

(m, 2 H), 5.28 (s, 2 H), 5.59 (s, 2 H),

5.77 6 (t, J=5.4 Hz, 1 H), 6.03 (d,

J=3.1 Hz, 1 H), 6.35 (d, J=7.7 Hz, 1

H), 7.19 - 7.25 (m, 1 H), 7.28 (d,

J=3.1 Hz, 1 H), 7.35 - 7.40 (m, 2 H)
SLAST 1343 1.1.esp E,1.84

H NMR (400 MHz, DMSO-de) & ppm
2.29 -2.33 (m, 3 H) 3.71 (s, 3 H)
4.59 (d, J=5.72 Hz, 2 H) 5.36 (s, 2 H)
5.44 (s, 2 H)5.82 - 5.85 (m, 1 H)

6.01 (d, J=3.08 Hz, 1 H) 6.50 (d,
D,0.74

Bulunan
LC-MS

Kitlesi

342

380

366



132

133

YAPI

/OINH

57

'"H NMR LC

Yontemi,

Rt

(dakika)

J=7.26 Hz, 1 H) 6.70 (d, J=8.14 Hz, 1
H) 6.90 {t, J=5.72 Hz, 1 H) 7.36 (d,
J=2.86 Hz, 1 H) 7.62 (dd, J=8.25,
7.37 Hz, 1 H)

'"H NMR (300 MHz, chloroform-¢) &

ppm 3.30 (5,3 H)3.47-3.60{m, 2

H) 3.68 (m, J=5.10, 5.10, 5.10 Hz, 2

H) 5.37 (s, 2H)5.77 (br.s., 2 H) 6.20

{d, J=3.02 Hz, 1 H) 7.02 (d, J=3.16

Hz, 1 H)7.23-7.31(m, 1 H)7.85

{br.s., 1H)8.78 (d, J=1.79 Hz, 1 H) A,1.61

'H NMR (400 MHz, DMSO-de) & ppm

0.79 (t, J=7.3 Hz, 3 H), 1.09 (dg,

J=15.0, 7.4 Hz, 2H), 1.30 - 1.35 (m, 2

H), 1.38 (t, J=6.9 Hz, 3 H), 3.24 -

3.29 (m, 2 6 H), 4.10 (q, J=6.9 Hz, 2

H), 5.22 (s, 2 H), 5.39 (s, 2 H), 5.50

{t, J=5.4 Hz, 1 H), 5.96 (d, J=2.9 Hz,

1 H), 6.48 (dd, J=7.5, 1.3 Hz, 1 H),

6.77 -6.84 (m, 1 H), 7.03 (d, J=7.9

Hz, 1 H), 7.20 - 7.26 (m, 2 H) D,1.0

Bulunan
LC-MS

Kitlesi

305

340



# YAPI
| °/D
D g Ly »
NE "
/_/_
134
| °/D
0. ’a e
| Ve
S Q: Do
/o—_/—NP
135
/ —
9%
N __N>'4“Hz
N=(_N-{
&/5
136

58

'"H NMR LC

Yontemi,

Rt

(dakika)

'H NMR (400 MHz, DMSO-ds) & ppm
0.91 (t, J=7.4 Hz, 3H), 1.29 - 1.39 (m,
2 H), 1.54 -1.65 (m, 2 H), 1.84 - 1.94
(m, 1H), 2.17 - 2.30 (m, 1 H), 3.37 -
63.44 (m, 2 H), 3.70 - 3.79 (m, 2 H),
3.82 (s, 3 H), 3.83 - 3.90 (m, 2 H),
4.97 -5.04 (m, 1 H), 5.22 (s, 2 H),
5.30 (s, 2 H), 5.93 (d, J=3.1 Hz, 1 H),
7.03 (s, 1 H), 7.40 (d, J=2.9 Hz, 1 H),

7.47 (t, =561 Hz,1H),810(s,1H) D,0.82

'H NMR (400 MHz, DMSO-ds) & ppm
0.91 (t, J=7.4 Hz, 3 H), 1.29 - 1.39
(m, 2 H), 1,54 - 1.65 (m, 2 H), 1.84 -
1.94 (m, 1 H), 2.17 - 2.30 (m, 1 H),
3.37 - 63.44 (m, 2 H), 3.70 - 3.79 (m,
2 H), 3.82 (s, 3 H), 3.83 - 3.90 (m, 2
H), 4.97 - 5.04 {m, 1 H), 5.22 (s, 2
H), 5.30 (s, 2 H), 5.93 (d, J=3.1 Hz, 1
H), 7.03 (s, 1 H), 7.40 (d, J=2.9 Hz, 1
H), 7.47 (t, J=5.1 Hz, 1 H), 8.10 (s, 1
H) D,0.64

H NMR (400 MHz, DMSO-ds) & ppm

4.94 (d, J=5.9 Hz, 2 H), 5.37 (s, 2 H),

5.53 (s, 2 H), 6.01 (d, J=3.1 Hz, 1 H),

7.15 (d, J=7.7 Hz, 1 H), 7.31 (ddd,
J=7.7,64.8, 1.1 Hz, 1 H), 7.43 (d,

J=3.1 Hz, 1H), 7.52 (d, J=3.3 Hz, 1

H), 7.71 (d, J=3.3 Hz, 1 H), 7.78 (td,
J=7.7,2.0 Hz, 1 H), 8.10 (t, J=5.8 Hz, D,0.60

Bulunan
LC-MS

Kitlesi

413

415

338



137

138

139
140

YAPI

59

'"H NMR LC

Yontemi,

Rt

(dakika)

1 H), 8.42 - 8.46 (m, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm
1.05 (d, J=6.2 Hz, 6 H), 3.46 - 3.59
(m, 5 H), 5.27 (s, 2 H), 5.4 (s, 2H),
5.96 (d, J=3.1 Hz, 1 H), 7.17 - 7.25
(m, 2 H), 67.31-7.39 (m, 2 H), 7.77 -

7.85(m, 1 H), 8.51-8.59 (m, 1 H) D,0.73

'H NMR (400 MHz, DMSO-ds) & ppm

1.78 (quin, J=6.6 Hz, 2 H), 3.20 (s, 3

H), 3.28 - 3.32 {m, 2 H), 3.37 - 3.44

(m, 2 H), 5.25 (s, 2 H), 5.47 (s, 2 H),

5.96 (d, 6 J=2.9 Hz, 1 H), 7.01 {t,

J=5.2 Hz, 1 H), 7.16 (d, J=7.9 Hz,

1H), 7.32 - 7.39 {m, 2 H), 7.81 {td,

J=7.7, 1.8 Hz, 1 H), 8.53 - 8.56 (m, 1

H) D,0.63

'"H NMR (400 MHz, DMSO-ds) 3 ppm
1.47 -1.58 (m, 1H), 1.72-1.88 {m, 3
H), 3.39 - 3.54 {m, 2 H), 3.58 - 3.66
{m, 1H),3.70-3.78 (m, 1 H), 4.00
{quin, 6 J=6.2 Hz, 1 H), 5.26 (s, 2 H),
5.38 -5.50 (m, 2 H), 5.96 (d, J=2.9
Hz, 1 H), 7.24 (d, J=7.7 Hz, 1 H),
7.30 (t, J=5.4 Hz, 1 H), 7.35 (ddd,
J=7.6,5.0,1.1 Hz, 1 H), 7.39 (d,
J=3.1 Hz, 1 H), 7.82 (d, J=7.7, 1.8
Hz, 1 H), 8.55 (ddd, J=4.8, 1.5, 0.9

Hz, 1 H) D,0.65

'H NMR (400 MHz, DMSO-ds) & ppm D,0.66

Bulunan
LC-MS

Kitlesi

327

313

325
313



4 YAPI
QU 3

141

QL.
142
143

60

'"H NMR LC

Yontemi,

Rt

(dakika)

1.08 (t, J=7.0 Hz, 3 H), 3.43 (q, J=7.0
Hz, 2 H), 3.48 - 3.59 (m, 4 H), 5.27
(s, 2 H), 5.44 (s, 2 H), 5.96 (d, J=3.1
Hz, 16 H), 7.23 - 7.31 (m, 2 H), 7.35
(ddd, J=7.6, 5.0, 1.1 Hz, 1 H), 7.38
(d, J=3.1 Hz, 1 H), 7.81 (td, J=7.7,
1.8 Hz, 1 H), 8.53 - 8.57 (m, 1 H)

H NMR (400 MHz, DMSO-ds) & ppm
0.87 (t, J=7.4 Hz, 3 H), 1.21 - 1.33
(m, 1H),1.33-1.45 (m, 1 H), 3.26 -
3.33 (m, 1 H), 3.45 (dt, J=13.1, 5.4
Hz, 1 H), 6 3.50 - 3.60 (m, 1 H), 4.81
(br.s., 1 H), 5.27 (s, 2 H), 5.47 (s, 2
H), 5.96 (d, J=3.1 Hz, 1H), 7.17 -
7.26 (m, 2 H), 7.34 (ddd, J=7.7, 4.8,
1.1 Hz, 1 H), 7.38 (d, J=3.1 Hz, 1 H),
7.81 (td, J=7.7, 1.8 Hz, 1 H), 8.52 -

8.56 (m, 1 H) D,0.58

H NMR (400 MHz, DMSO-ds) & ppm
4.79 (d, J=5.7 Hz, 2H), 5.31 (s, 2 H),
5.47 (s, 2 H), 5.99 (d, J=2.9 Hz, 1 H),
7.14 (d, J=0.7 Hz, 1 H), 7.28 - 7.36
(m, 2 6 H), 7.42 (d, J=2.9 Hz, 1 H),
7.81 (td, J=7.7, 1.8 Hz, 1 H), 7.99 (d,
J=0.9 Hz, 1 H), 8.06 (t, J=5.6 Hz, 1

H), 8.40 - 8.45 (m, 1 H) D,0.57

"H NMR (400 MHz, DMSO-ds) & ppm
2.23-2.32 (m, 3 H) 4.53 (d, J=5.94
Hz, 2 H) 5.40 (s, 2 H) 5.67 - 5.71 (m, E,1.43

Bulunan
LC-MS

Kitlesi

313

322

404



144

145

146

YAPI

61

'"H NMR LC

Yontemi,

Rt

(dakika)

3 H) 6.07 (d, J=3.08 Hz, 1 H) 6.90 (d,
J=7.92 Hz, 1 H) 6.96 (t, J=5.83 Hz, 1
H) 7.41 (d, J=3.08 Hz, 1 H) 7.81 (d,
J=7.70 Hz, 1 H) 8.01 (t, J=7.92 Hz, 1
H)

'H NMR (400 MHz, DMSO-ds) 8 ppm
2.31-2.35 (m, 3 H) 4.59 (d, J=5.72

Hz, 2 H) 5.36 (s, 2 H) 5.52 (s, 2 H)

5.89 (d, J=0.88 Hz, 1 H) 6.00 (d,

J=3.08 Hz, 1 H) 7.11 (dd, J=8.69,

4.51 Hz, 1 H) 7.28 (t, J=5.83 Hz, 1 H)

7.39 (d, J=3.08 Hz, 1 H) 7.70 (td,

J=8.80, 2.86 Hz, 1 H) 8.42 (d, J=2.86 E,1.49
Hz, 1 H)

"H NMR (400 MHz, DMSO-ds) & ppm

2.31 (d, J=0.66 Hz, 3 H) 4.59 (d,

J=5.72 Hz, 2H)5.38 (s, 2 H) 5.64 (s,

2 H) 5.84 (d, J=0.66 Hz, 1 H) 6.02 (d,

J=3.08 Hz, 1 H) 7.29 (t, J=5.72 Hz, 1

H)7.42 - 7.45 (m, 2 H) 7.69 - 7.72

(m, 1 H) 8.71 (d, J=5.06 Hz, 1 H) D,0.79

'H NMR (400 MHz, DMSO-ds) & ppm

0.93 (t, J=7.3 Hz, 3 H), 1.37 (dq,

J=15.0, 7.3 Hz, 2H), 1.56 - 1.66 (m, 2

H), 2.21 (s, 3 H), 2.33 (s, 3 H), 3.36 -

3.42 (m, 6 3 H), 3.72 (s, 3 H), 5.21

(s, 2 H), 5.44 (s, 2 H), 5.92 (d, J=3.1

Hz, 1H), 7.30 (d, J=3.1 Hz, 1H), 7.85

{t, J=5.1 Hz, 1H), 8.21 (s, 1 H) F,1.83

Bulunan
LC-MS

Kitlesi

354

404

355



# YAPI
= TN =
DSV Yaw
/J
147
// N
(DA

s

148

149

62

'"H NMR LC

Yontemi,

Rt

(dakika)

SLAST 1354 1.1.esp MO7(s)

'H NMR (400 MHz, DMSO-ds) & ppm

2.21 (s, 3 H), 2.34 (s, 3 H), 3.28 (s, 3

H), 3.50 - 3.60 (m, 4 H), 3.72 (s, 3

H), 5.25 (s, 2 H), 5.42 (s, 2 H), 5.92

(d, J=3.1 6Hz, 1 H), 7.31 (d, J=2.9

Hz, 1 H), 8.14 (t, J=4.7 Hz, 1 H), 8.22

(s, 1 H) SLAST 1354_2.1.esp

MO4(m) E,1.45

H NMR (400 MHz, DMSO-ds) & ppm
0.93 (t, J=7.4 Hz, 3 H), 1.38 (dq,
J=14.9, 7.4 Hz, 2H), 1.47 - 1.67 (m, 4
H), 1.69 - 1.84 (m, 1 H), 1.85 - 1.99
(m, 1 H), 6 3.34 - 3.42 (m, 2 H), 3.56
-3.74 (m, 2 H), 4.01 - 4.11 (m, 1 H),
4.17 (dd, J=15.2, 6.2 Hz, 1 H), 4.37
(dd, J=15.2, 2.9 Hz, 1H), 5.26 (s,
2H), 5.91 (d, J=3.1 Hz, 1 H), 6.51 (1,
J=5.2 Hz, 1 H), 7.14 (d, J=2.9 Hz, 1
H) D,0.81

"H NMR (400 MHz, DMSO-ds) & ppm

0.83 (t, J=7.4 Hz, 3 H), 1.17 (dq,

J=14.9, 7.4 Hz, 2H), 1.42 (quin,

J=7.3 Hz, 2 H), 3.21 (t, J=8.7 Hz, 2

H), 3.29 - 3.35 6 (m, 2 H), 4.60 (t,

J=8.7 Hz, 2 H), 5.23 (s, 2 H), 5.34 (s,

2 H), 5.71 (t, J=5.3 Hz, 1 H), 5.95 (d,

J=2.9 Hz, 1 H), 6.46 (d, J=7.7 Hz, 1

H), 6.72 (t, J=7.6 Hz, 1 H), 7.14 (d, E,1.72

Bulunan
LC-MS

Kitlesi

357

290

338



# YAPI

5
Ty
NH,
150
O/
= N_/_
N/\
NHz)‘.\\N i N,
77 \
151
o/
== N_/_
N/\
NH;}-\‘N M N
15 \ P
152

63

'"H NMR LC

Yontemi,

Rt

(dakika)

J=6.6 Hz, 1 H), 7.23 (d, J=3.1 Hz, 1
H)

H NMR (400 MHz, DMSO-ds) & ppm

3.16 - 3.24 (m, 5 H), 3.40 (t, J=5.8

Hz, 2 H), 3.52 (g, J=5.6 Hz, 2 H),

4.60 (t, J=8.7 Hz, 2 H), 5.28 (s, 2 H),

5.31 (s, 2 6 H), 5.92 (1, J=5.5 Hz, 1

H), 5.95 (d, J=2.9 Hz, 1 H), 6.58 (d,
J=7.5Hz, 1H), 6.73 (t, J=7.5 Hz, 1

H), 7.14 (d, J=6.6 Hz, 1 H), 7.22 (d,

J=2.9 Hz, 1 H) E,1.4

H NMR (400 MHz, chloroform-d) &

ppm 1.58 (d, J=6.8 Hz, 3 H), 3.29 (s,

3 H), 3.70 -3.79 (m, 2 H), 4.32 - 4.41

(m, 2 H), 4.50 (br. s., 2 H), 5.49 {t,

J=6.8 Hz, 1 H), 6.17 (d, J=3.1 Hz, 1

H), 6.91 (d, J=3.1 Hz, 1 H), 7.14

(ddd, J=7.5, 4.8, 1.1 Hz, 2 H), 7.33

(d, J=7.7 Hz, 1 H), 7.61 (td, J=7.6,

1.8 Hz, 1 H), 8.50 - 8.60 (m, 1 H) E1.2

'"H NMR (400 MHz, chloroform-d) &
ppm 1.59 (d, J=6.8 Hz, 3 H), 3.31 (s,
3H),371-3.82(m,2H),4.39(d,
J=5.1Hz, 2 H),4.42 (br. s, 2 H),
5.50 {t, J=6.7 Hz, 1 H), 6.18 (d, J=2.9
Hz, 1 H), 6.93 (d, J=3.1 Hz, 1 H),
7.10-7.20(m,2H),7.35(d, J=7.9
Hz, 1 H), 7.63 (td, J=7.6, 1.8 Hz, 1

H), 8.53-8.60 {(m, 1 H) E,1.44

Bulunan
LC-MS

Kitlesi

340

313

313



153

154

155

156

YAPI

N

1

64

'"H NMR LC

Yontemi,

Rt

(dakika)

'"H NMR (400 MHz, DMSO-ds) & ppm

1.63 (dt, J=6.66, 3.16 Hz, 4 H) 2.27

(s, 3H)2.28 -2.34 (m, 4 H) 3.4 (s,

2 H) 4.54 (d, J=5.72 Hz, 2 H) 5.32 (s,

2 H)5.48 (s, 2 H) 5.56 (d, J=0.88 Hz,

1 H) 6.01 (d, J=2.86 Hz, 1 H) 6.61 (t,

J=5.94 Hz, 1 H) 6.76 (d, J=7.26 Hz, 1

H) 6.98 (s, 1 H) 7.12 - 7.20 (m, 2 H)

7.35 (d, J=2.86 Hz, 1 H) E,1.07

H NMR (400 MHz, DMSO-ds) & ppm

2.34 (s, 3 H) 4.62 {d, J=5.72 Hz, 2 H)

5.34 (s, 2 H) 5.55 (s, 2 H) 5.97 (d,

J=3.08 Hz, 1 H)6.02 (s, 1 H) 7.28 {t,

J=5.83 Hz, 1 H) 7.32 (d, J=2.86 Hz, 1

H) 7.40 (d, J=1.98 Hz, 1 H) 9.04 (d,

J=1.98 Hz, 1 H) E,1.14

H NMR (400 MHz, DMSO-ds) & ppm

4.70 (d, J=5.72 Hz, 2 H) 5.37 (s, 2 H)

5.48 (s, 2 H) 5.98 {d, J=3.08 Hz, 1 H)

6.38 (d, J=1.76 Hz, 1 H) 7.20 (d,

J=7.70 Hz, 1 H) 7.32 (ddd, J=7.54,

5.01, 1.10 Hz, 1 H) 7.41 (d, J=3.08

Hz, 1 H) 7.79 (td, J=7.70, 1.76 Hz, 1

H) 7.87 (t, J=5.61 Hz, 1 H) 8.39 -

8.42 (m, 1 H) 8.77 (d, J=1.76 Hz, 1

H) E,1.34

"H NMR (400 MHz, DMSO-ds) 3 ppm
2.34 (d, J=0.66 Hz, 3 H) 4.62 (d,
J=5.50 Hz, 2 H) 5.36 (s, 2 H) 5.62 (s, D,0.74

Bulunan
LC-MS

Kitlesi

418

342

322

370



# YAPI
o
ot

157

158

159

65

'"H NMR LC

Yontemi,

Rt

(dakika)

2 H) 5.97 (d, J=3.08 Hz, 1 H)6.03 (d,
J=0.66 Hz, 1 H) 7.29 (d, J=3.08 Hz, 1
H) 7.42 (dd, J=8.14, 4.84 Hz, 1 H)
7.68 (t, J=5.72 Hz, 1 H) 8.00 (dd,
J=8.14, 1.54 Hz, 1 H) 8.32 (dd,
J=4.73,1.43 Hz, 1 H)

"H NMR (400 MHz, DMSO-ds) & ppm
2.27 (s, 3 H) 4.68 {d, J=5.72 Hz, 2 H)
5.33 (s, 2 H) 5.48 (s, 2 H) 5.94 (d,
J=2.86 Hz, 1 H) 6.01 (s, 1 H) 6.89
(td, J=6.77, 1.21 Hz, 1 H) 7.26 (ddd,
J=9.08, 6.66, 1.21 Hz, 1 H) 7.35 -
7.38 (M, 2 H) 7.79 (s, 1 H) 8.30 (¢,
J=5.72 Hz, 1 H) 8.51 (dt, J=6.82,
1.10 Hz, 1 H)

D,0.65

'H NMR (400 MHz, DMSO-ds) & ppm
2.33 (s, 3 H) 4.60 {d, J=5.72 Hz, 2 H)
5.38 (s, 2 H)5.52 (s, 2 H) 5.89 (s, 1
H) 6.01 (d, J=3.08 Hz, 1 H) 7.18 -
7.22 (m, 1 H) 7.39 - 7.50 (m, 3 H)

8.41 (d, J=5.50 Hz, 1 H) E,1.35

"H NMR (400 MHz, DMSO-ds) 8 ppm

2.31 (s, 3H)4.56 (d, J=5.72 Hz, 2 H)

5.39 (s, 2 H) 5.56 {s, 2 H) 5.75 (s, 1

H) 6.05 (d, J=3.08 Hz, 1 H) 6.68 (d,

J=7.48 Hz, 1 H) 6.99 (t, J=5.83 Hz, 1

H) 7.38 (d, J=2.86 Hz, 1 H) 7.41 (d,

J=7.92 Hz, 1 H) 7.78 (t, J=7.81 Hz, 1

H) D,0.73

Bulunan
LC-MS

Kitlesi

375

370

370



160

161

162

163

YAPI

P
o

0-‘/"‘NH
/

66

'"H NMR LC

Yontemi,

Rt

(dakika)

'H NMR (400 MHz, DMSO-ds) & ppm

1.46 - 1.70 (m, 2 H), 1.70 - 1.83 (m, 1

H), 1.87 - 1.99 {m, 1 H), 3.29 (s, 3

H), 3.48 - 3.56 {m, 3 H), 3.56 - 3.65

(m, 2 H), 6 3.68 - 3.77 (m, 1 H), 4.05

(qd, J=6.7, 2.8 Hz, 1 H), 4.14 (dd,

J=15.1, 8.5 Hz, 1 H), 4.35 (dd,

J=15.1, 2.8 Hz, 1 H), 5.23 (s, 2 H),

5.92 (d, J=2.9 Hz, 1 H), 6.61 (t, J=4.8

Hz, 1 H), 7.15 (d, J=3.1 Hz, 1 H) D,0.58

H NMR (400 MHz, DMSO-ds) & ppm

0.76 (t, J=7.3 Hz, 3 H), 1.05 (dq,

J=15.0, 7.3 Hz, 2H), 1.30 - 1.40 (m, 2

H), 3.24 - 3.30 (M, 2 H), 5.26 (s, 2

H), 5.51 (s, 6.2 H), 5.70 {t, J=5.5 Hz,

1 H), 6.00 (d, J=2.9 Hz, 1 H), 6.36 -

6.41 (m, 1 H), 7.06 - 7.12 (m, 1 H),
7.20-7.25(m, 2 H), 7.29 (t, J=73.8  D,0.94
Hz, 1 H), 7.30 - 7.36 (m, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm

3.13 (s, 3 H), 3.32 - 3.35 (m, 2 H),

3.46 (g, J=5.6 Hz, 2 H), 5.32 (s, 2 H),

5.48 (s, 2 H), 5.80 (t, J=5.4 Hz, 1 H),

6.01 (d, 6 J=3.1 Hz, 1 H), 6.51 (dd,
J=7.7,1.3 Hz, 1 H), 7.08 - 7.14 (m, 1

H), 7.20 - 7.25 (m, 2 H), 7.28 {,

J=73.8 Hz, 1 H), 7.31-7.36 (m, 1H)  D,0.78

'H NMR (400 MHz, DMSO-ds) & ppm
0.80 (t, J=7.3 Hz, 3 H), 1.12 (dg, D,0.9

Bulunan
LC-MS

Kitlesi

292

362

364

354



164

165

166

YAPI

67

'"H NMR LC

Yontemi,

Rt

(dakika)

J=15.0, 7.4 Hz, 2 H), 1.34 - 1.44 (m,
2 H), 3.26 - 3.31 (m, 2 H), 4.23 - 4.30
(m, 2 H), 6 4.30 - 4.37 (m, 2 H), 5.24
(s, 2 H), 5.38 (s, 2 H), 5.59 (t, J=5.4
Hz, 1 H), 5.96 (d, J=3.1 Hz, 1 H),
6.02 (dd, J=7.6, 1.4 Hz, 1 H), 6.68 (t,
J=7.8 Hz, 1 H), 6.77 (dd, J=8.1, 1.5
Hz, 1 H), 7.20 (d, J=2.9 Hz, 1 H)

'"H NMR (400 MHz, DMSO-ds) 3 ppm

3.16 (s, 3 H), 3.35 - 3.40 (m, 2 H),

3.51 (q, J=5.6 Hz, 2 H), 4.24 - 4.31

(m, 2 H), 4.31 - 4.37 (m, 2 H), 5.35

(s, 2 H), 65.37 (br. s., 2 H), 5.78 ,

J=5.4 Hz, 1 H), 5.97 (d, J=3.1 Hz, 1

H), 6.16 (dd, J=7.7, 1.5 Hz, 1 H),

6.70 (t, J=7.8 Hz, 1 H), 6.76 - 6.81

{m, 1 H), 7.22 (d, J=2.9 Hz, 1H) D,0.74

H NMR (400 MHz, DMSO-ds) & ppm

3.16 (s, 3 H), 3.35 - 3.40 (m, 2 H),

3.51(q, J=5.8 Hz, 2 H), 4.24 - 4.31

(m, 2 H), 4.31 -4.37 (m, 2 H), 5.35

(s, 2 H), 65.37 (br. s., 2 H), 5.78 t,

J=5.4 Hz, 1 H), 5.97 (d, J=3.1 Hz, 1

H), 6.16 (dd, J=7.7, 1.5 Hz, 1 H),

6.70 (t, J=7.8 Hz, 1 H), 6.76 - 6.81

(m, 1 H), 7.22 (d, J=2.9 Hz, 1H) D,0.6

"H NMR (400 MHz, DMSO-ds) 3 ppm
0.92 (t, J=7.4 Hz, 3 H), 1.37 (dq, D,0.42

Bulunan
LC-MS

Kitlesi

356

277

293



# YAPI

O—/‘*NH
N /
L
\
m|)¢:"
_ o
167
1 \ ‘/
' /
.I/ \
NH_/L:-“ I\‘\(
1686
N/ \ 0/
/\N =
72
N
Np/\‘\\'" M N
H A
169

68

'"H NMR

J=15.0, 7.3 Hz, 2H), 1.51 - 1.62 (m, 2
H), 2.63 (d, J=4.6 Hz, 3 H), 3.33 -
3.41 (m, 2 6 H), 4.74 (s, 2 H), 5.40
(br. s., 2 H), 5.94 (d, J=2.9 Hz, 1 H),
6.93 (t, J=5.2 Hz, 1 H), 7.11 (d,
J=3.1Hz, 1 H), 8.31 (d, J=4.4 Hz, 1
H)

H NMR (400 MHz, DMSO-ds) & ppm
2.34 (s, 3 H) 3.78 (s, 3 H) 4.63 (d,
J=5.50 Hz, 2 H) 5.33 - 5.39 (m, 4 H)
5.97 (d, J=3.08 Hz, 1 H) 6.02 (s, 1 H)
6.90 (d, J=2.42 Hz, 1 H) 6.93 (dd,
J=5.72, 2.42 Hz, 1 H) 7.41 (d, J=3.08
Hz, 1 H) 8.16 (t, J=5.61 Hz, 1 H) 8.22
(d, J=5.94 Hz, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm
2.36 (s, 3H)3.79 (s, 3H) 3.88 (s, 3
H) 4.66 (d, J=5.50 Hz, 2 H) 5.33 (s, 2
H) 5.36 (s, 2 H) 5.94 (d, J=2.86 Hz, 1
H) 6.18 (s, 1 H) 7.14 (d, J=5.72 Hz, 1
H) 7.23 (d, J=3.08 Hz, 1 H) 8.00 (d,
J=5.50 Hz, 1 H) 8.50 (t, J=5.50 Hz, 1
H)

H NMR (400 MHz, DMSO-ds) & ppm
2.17 (s, 3H)2.31 (s, 3H) 2.35 (s, 3

H) 3.71 (s, 3 H) 4.63 (d, J=5.50 Hz, 2
H) 5.32 (s, 2 H) 5.44 (s, 2 H) 5.94 (d,
J=3.08 Hz, 1 H)6.10 (s, 1 H) 7.33 (d,
J=2.86 Hz, 1 H) 8.01 (s, 1 H) 8.49 {t,

LC

Yontemi,

Rt

(dakika)

D,0.7

E.1.62

E.1.76

Bulunan
LC-MS

Kitlesi

366

396

394



170

171

172

173

YAPI
N4
\/ \
P
- /‘\
A
Y
|
7
)“\‘-I y HH
/\

69

H NMR LC
Yontemi,
Rt
(dakika)
J=5.50 Hz, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm

2.35 (s, 3 H) 3.88 (s, 3 H) 4.66 (d,

J=5.50 Hz, 2 H) 5.33 (s, 2 H) 5.40 (s,

2 H) 5.93 (d, J=2.86 Hz, 1 H)6.13 (s,
1H)7.23 (d, J=3.08 Hz, 1 H) 7.38

(dd, J=8.36, 4.62 Hz, 1 H) 7.52 (d,

J=7.92 Hz, 1 H) 7.92 (dd, J=4.62,

1.10 Hz, 1 H) 8.19 {t, J=5.50 Hz, 1 H) E,1.59

H NMR (400 MHz, DMSO-ds) & ppm

2.33 (s, 3 H) 3.79 (s, 3 H) 4.63 (d,

J=5.50 Hz, 2 H) 5.34 (s, 2 H) 5.40 (s,

2 H) 5.96 (d, J=2.86 Hz, 1 H) 5.98 (d,

J=0.88 Hz, 1 H) 7.20 (d, J=8.58 Hz, 1

H)7.37 - 7.41 (m, 2 H) 7.79 (t,

J=5.72 Hz, 1 H) 8.09 (d, J=2.64 Hz, 1

H) E,1.53

'H NMR (400 MHz, DMSO-ds) 3 ppm

2.27 (s, 3 H) 4.56 {d, J=5.72 Hz, 2 H)

5.35 (s, 2 H) 5.59 - 5.64 (m, 3 H)

6.04 (d, J=3.08 Hz, 1 H) 6.84 (t,

J=5.83 Hz, 1 H) 7.03 (dd, J=6.05,

2.75 Hz, 1 H) 7.45 (d, J=2.86 Hz, 1

H) 7.65 (br. s., 1 H) 7.80 (br. s., 1 H)

7.86 -7.92 (m, 2 H) E,1.1

H NMR (400 MHz, DMSO-ds) & ppm
2.55 (s, 3 H) 4.76 {(d, J=5.50 Hz, 2 H)
530 (s, 2 H)5.46 (s, 2 H)5.98 (d,  E,1.34

Bulunan
LC-MS

Kitlesi

366

366

379

337



# YAPI

174

175

176

70

'"H NMR

J=2.86 Hz, 1 H) 7.31- 7.36 (m, 2 H)
7.42 (d, J=3.08 Hz, 1 H) 7.81 (td,
J=7.70, 1.76 Hz, 1 H) 8.06 (t, J=5.61
Hz, 1 H)8.44 - 8.47 (m, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm
2.63 (s, 3 H) 4.67 (d, J=5.28 Hz, 2 H)
5.32 (s, 2 H) 5.49 (s, 2 H) 5.98 (d,
J=2.86 Hz, 1 H) 7.02 (s, 1 H) 7.23 (d,
J=7.70 Hz, 1 H) 7.33 (dd, J=6.93,
5.17 Hz, 1 H) 7.40 (d, J=3.08 Hz, 1
H) 7.75 - 7.83 (m, 2 H) 8.43 (d,
J=4.40 Hz, 1 H)

"H NMR (400 MHz, DMSO-ds) 8 ppm
2.25 (s, 3 H) 2.34 (s, 3 H) 4.62 (d,
J=5.50 Hz, 2 H) 5.34 (s, 2 H) 5.42 (s,
2 H)5.96 - 5.99 (m, 2 H) 7.12 (d,
J=7.92 Hz, 1 H) 7.39 (d, J=2.86 Hz, 1
H) 7.60 (dd, J=8.03, 2.09 Hz, 1 H)
7.84 (t, J=5.61 Hz, 1 H) 8.22 - 8.25
(m, 1H)

"H NMR (400 MHz, DMSO-ds) & ppm
2.22 (s, 3 H) 4.67 {d, J=5.72 Hz, 2 H)
5.35 (s, 2 H) 5.63 (s, 2 H) 5.98 (d,
J=3.08 Hz, 1 H) 6.07 - 6.09 (m, 1 H)
7.07 (t, J=5.83 Hz, 1 H) 7.34 (d,
J=3.08 Hz, 1 H) 7.46 - 7.51 (m, 1 H)
7.55-7.61 (m, 2 H) 7.79 - 7.84 (m,
2H) 8.57 (s, 1 H)

LC
Yontemi,
Rt
(dakika)

D.0.66

D,0.72

E.1.35

Bulunan
LC-MS

Kitlesi

352

350

402



# YAPI

177

178

179

180

71

'"H NMR

'"H NMR (400 MHz, DMSO-ds) 8 ppm
225(s,3H)2.32(s,3H)4.37 (d,
J=5.06 Hz, 2 H) 5.26 (s, 2 H) 5.40 (s,
2H)5.95(d, J=3.08 Hz, 1 H) 7.31 -
7.37 (m, 2 H) 7.39 (d, J=3.08 Hz, 1
H)7.77 -7.82 (m, 2 H) 8.45 - 8.48
{m, 1 H)

H NMR (400 MHz, DMSO-de) & ppm
2.30 (s, 3 H) 4.56 {d, J=5.72 Hz, 2 H)
5.38 (s, 2 H) 5.54 (s, 2 H) 5.75 - 5.80
(m, 1 H) 6.04 (d, J=2.86 Hz, 1 H)
6.66 (dd, J=7.37, 2.31 Hz, 1 H) 6.87
(t, J=5.83 Hz, 1 H) 7.06 (dd, J=8.14,
2.20 Hz, 1 H) 7.36 (d, J=2.86 Hz, 1
H) 7.85 - 7.92 (m, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm
2.30 (s, 3 H) 3.90 (s, 3 H) 4.53 (d,
J=5.72 Hz, 2 H) 5.38 (s, 2 H) 5.42 (s,
2 H)5.72 (s, 1 H) 6.03 (d, J=3.08 Hz,
1 H) 6.60 - 6.65 (M, 2 H) 6.84 (dd,
J=7.26, 5.06 Hz, 1 H) 7.27 (d, J=2.86
Hz, 1 H) 8.05 (dd, J=4.95, 1.65 Hz, 1
H)

H NMR (400 MHz, DMSO-de) & ppm
2.31 (s, 3 H) 3.69 (s, 6 H) 4.58 (d,
J=5.50 Hz, 2 H) 5.33 (s, 2 H) 5.43 (s,
2 H)5.92 (s, 1 H) 5.99 (d, J=2.64 Hz,
1H)6.11 (s, 1 H) 6.80 (t, J=5.61 Hz,
1H)7.27 (d, J=2.64 Hz, 1 H)

LC
Yontemi,
Rt
(dakika)

E.1.23

F.4

E,1.27

E,1.34

Bulunan
LC-MS

Kitlesi

350

354

366

397



# YAPI

181

182

183

72

'"H NMR LC

Yontemi,

Rt

(dakika)

"H NMR (400 MHz, DMSO-ds) & ppm
2.30 (s, 3 H) 2.34 (s, 3 H) 4.61 (d,

J=5.72 Hz, 2 H) 5.38 (s, 2 H) 5.52 (s,
2 H) 5.83 (s, 1 H) 6.00 (d, J=3.08 Hz,
1H)6.04 (s, 1 H) 6.85 (t, J=5.72 Hz,

1H)7.29 (d, J=3.08 Hz, 1 H) E,1.17

"H NMR (400 MHz, DMSO-ds) & ppm
2.20 (s, 3 H) 4.63 {d, J=5.72 Hz, 2 H)
5.34 (s, 2 H)5.64 (s, 2 H) 5.82 (s, 1
H) 6.01 (d, J=3.08 Hz, 1 H) 7.45 (d,
J=3.08 Hz, 1 H) 7.58 (s, 1 H) 7.66 -
7.70 (m, 1 H) 7.75 - 7.80 (m, 2 H)
7.85-7.89 (m, 1 H) 8.13 (d, J=8.14

Hz, 1 H)9.20 (s, 1 H) E,1.47

"H NMR (400 MHz, DMSO-des) & ppm
2.07 (s, 1 H) 2.14 (s, 3 H) 4.57 (d,
J=5.72 Hz, 2 H) 5.35 (s, 1 H) 5.77 -
5.82 (m, 3 H) 6.06 (d, J=2.86 Hz, 1
H) 7.18 (d, J=8.36 Hz, 1 H) 7.51 (d,
J=2.86 Hz, 1 H) 7.56 (t, J=5.72 Hz, 1
H) 7.64 (dd, J=8.14, 4.18 Hz, 1 H)
8.45 (d, J=8.36 Hz, 2 H) 9.09 (dd,

J=4.07,1.65Hz, 1 H) E,1.03

Bulunan
LC-MS

Kitlesi

340

386

387



# YAPI

184

185

186

187

73

'"H NMR LC

Yontemi,

Rt

(dakika)

"H NMR (400 MHz, DMSO-ds) & ppm
2.16 (s, 3 H) 4.71 (d, J=5.50 Hz, 2 H)
5.37 (s, 2 H) 5.50 (s, 2 H) 5.95 (s, 1
H) 5.99 (d, J=2.86 Hz, 1 H) 7.18 (d,
J=7.70 Hz, 1 H) 7.35 (dd, J=6.82,
5.06 Hz, 1 H) 7.42 (d, J=3.08 Hz, 1
H) 7.81 (td, J=7.65, 1.65 Hz, 1 H)
7.88 (t, J=5.50 Hz, 1 H) 8.47 (d,
J=4.40 Hz, 1 H)

E,1.11

'H NMR (400 MHz, DMSO-ds) 5 ppm

2.34 (s, 3H)2.42 (s, 3 H) 4.63 (d,

J=5.72 Hz, 2 H) 5.34 (s, 2 H) 5.49 (s,

2 H) 5.95 (d, J=2.86 Hz, 1 H) 6.07 (s,

1 H) 7.27 (dd, J=7.70, 4.84 Hz, 1 H)

7.32 (d, J=3.08 Hz, 1 H) 7.66 (d,

J=7.48 Hz, 1 H) 8.17 (dd, J=4.73,

0.99 Hz, 1 H) 8.35 (t, J=5.61 Hz, 1 H) E,1.35

H NMR (400 MHz, DMSO-de) 8 ppm
2.31-2.36 (m, 3 H) 4.58 (d, J=5.72

Hz, 2 H) 5.34 (s, 2 H) 5.62 (s, 2 H)

5.93 (d, J=0.66 Hz, 1 H) 5.97 (d,

J=3.08 Hz, 1 H) 7.13 (t, J=5.61 Hz, 1

H) 7.30 (d, J=3.08 Hz, 1 H) 7.43 (,

J=4.95 Hz, 1 H) 8.72 (d, J=5.06 Hz, 2

H) E,0.98

'H NMR (400 MHz, DMSO-de) & ppm

2.17 (s, 3 H) 3.65 (s, 3 H) 4.46 (d,

J=5.28 Hz, 2 H) 5.29 (s, 2 H) 5.44 (s,

2 H)5.76 (s, 1 H) 5.96 (d, J=3.08 Hz, E,1.16

Bulunan
LC-MS

Kitlesi

336

350

337

349



# YAPI
/ = N
A,

N4 "
S
N 2
& - N
A,
N
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188
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e
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190 d

74

'"H NMR LC

Yontemi,

Rt

(dakika)

1H)7.20 (d, J=7.92 Hz, 1 H) 7.30 -
7.34 (m, 1 H) 7.38 (d, J=3.08 Hz, 1
H) 7.51 (t, J=5.28 Hz, 1 H) 7.78 (td,
J=7.70,1.76 Hz, 1 H) 8.39 (d, J=4.18
Hz, H)

'"H NMR (400 MHz, DMSO-ds) & ppm
3.57 (s, 3 H) 4.45 (d, J=5.06 Hz, 2 H)
5.34 (br.s., 2 H) 5.44 (s, 2 H) 5.97
(d, J=2.86 Hz, 1 H) 6.76 (s, 1 H) 7.24
(d, J=7.70 Hz, 1 H) 7.33 (dd, J=7.04,
5.28 Hz, 1 H) 7.39 (d, J=2.86 Hz, 1
H) 7.47 (s, 1 H) 7.64 {t, J=4.84 Hz, 1
H)7.77 - 7.83 (m, 1 H) 8.43 (d,
J=4.40 Hz, 1 H)

E,0.92

"H NMR (400 MHz, DMSO-des) & ppm
2.25 (s, 3 H) 4.67 {(d, J=5.50 Hz, 2 H)
5.26 (s, 2 H) 5.54 (s, 2 H) 5.99 (d,
J=2.86 Hz, 1 H) 6.97 (d, J=7.92 Hz, 1
H) 7.13 (d, J=7.92 Hz, 1 H) 7.32
(ddd, J=6.93, 5.61, 0.88 Hz, 1 H)
7.41 (d, J=3.08 Hz, 1 H) 7.43 (dd,
J=8.14, 1.98 Hz, 1 H) 7.62 {t, J=5.61
Hz, 1 H) 7.79 (td, J=7.70, 1.76 Hz, 1
H) 8.30 - 8.32 (m, 1 H) 8.43 (dd,

J=4.95,0.77 Hz, 1 H) E1.27

'H NMR (400 MHz, DMSO-de) & ppm
1.52 (d, J=6.82 Hz, 3 H) 5.21 (s, 2 H)
5.43 (quin, J=6.82 Hz, 1 H) 5.48 -

5.60 (m, 2 H) 5.97 (d, J=2.86 Hz, 1
E,1.31

Bulunan
LC-MS

Kitlesi

335

346

346



# YAPI

191

192

193
194

75

'"H NMR LC

Yontemi,

Rt

(dakika)

H)7.18 -7.25 (m, 1 H) 7.27-7.39 {m,
3H)7.44 (d, J=2.86 Hz, 1 H)7.63 -
7.69 (m, 1 H) 7.76 (d, J=7.26 Hz, 1
H) 7.80 - 7.88 (m, 1 H) 8.46 - 8.52
{m, 2 H)

'"H NMR (400 MHz, DMSO-ds) & ppm
2.23 (d, J=1.10 Hz, 3 H) 4.72 (d,
J=5.50 Hz, 2 H) 5.31 (s, 2 H) 5.47 (s,
2 H) 5.98 (d, J=2.86 Hz, 1 H)6.73 (d,
J=1.10 Hz, 1 H) 7.28 - 7.36 (m, 2 H)
7.42 (d, J=3.08 Hz, 1 H) 7.81 (id,
J=7.70, 1.76 Hz, 1 H) 7.99 {t, J=5.50

Hz, 1 H) 8.40 - 8.44 (m, 1 H) E,1.11

"H NMR (400 MHz, DMSO-ds) 3 ppm
2.34 (d, J=0.7 Hz, 3 H), 2.53 (s, 3 H),
4.64 (d, J=5.7 Hz, 2 H), 5.35 (s, 2 H),
5.41 (s, 2 H), 5.95 (d, J=3.1 Hz, 1 H),
6 6.08 (d, J=0.7 Hz, 1 H), 7.27 (s, 1
H), 7.31 (d, J=3.1 Hz, 1 H), 7.57 (t,

J=5.7Hz, 1 H) D,0.7

"H NMR (400 MHz, DMSO-des) & ppm
3.98 (s, 3 H) 4.62 (d, J=5.28 Hz, 2 H)
5.36 (s, 2 H) 5.44 (s, 2 H) 5.96 (d,
J=2.86 Hz, 1 H) 7.25 (d, J=7.70 Hz, 1
H)7.31-7.35 (m, 1 H) 7.38 (d,
J=3.08 Hz, 1 H) 7.77 - 7.83 (m, 2 H)
7.89 (t, J=5.39 Hz, 1 H) 8.41 (dd,

J=4.84, 0.66 Hz, 1 H) E,0.93

'H NMR (400 MHz, DMSO-ds) & ppm E,1.27

Bulunan
LC-MS

Kitlesi

336

356

336

346
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'"H NMR LC

Yontemi,

Rt

(dakika)

1.52 (d, J=7.04 Hz, 3 H) 5.21 (s, 2 H)
5.43 (quin, J=7.04 Hz, 1 H) 5.47 -
5.58 (m, 2 H) 5.97 (d, J=2.86 Hz, 1
H)7.19 -7.23 (m, 1 H) 7.28-7.38 (m,
3 H) 7.44 (d, J=3.08 Hz, 1 H) 7.66
(td, J=7.70, 1.76 Hz, 1 H) 7.76 (d,
J=7.26 Hz, 1 H) 7.84 (td, J=7.70,
1.76 Hz, 1 H) 8.47 - 8.51 (m, 2 H).

'"H NMR (400 MHz, DMSO-ds) 3 ppm

1.52 (d, J=6.82 Hz, 3 H) 5.21 (s, 2 H)

5.42 (quin, J=6.99 Hz, 1 H) 547 -

5.58 (m, 2 H) 5.97 (d, J=2.86 Hz, 1

H)7.19 - 7.23 (m, 1 H) 7.28-7.38 (m,

3 H) 7.44 (d, J=3.08 Hz, 1 H) 7.66

(td, J=7.65, 1.85 Hz, 1 H) 7.77 (d,

J=7.26 Hz, 1 H) 7.84 (td, J=7.59, E1.27
1.32 Hz, 1 H) 8.47 - 8.51 (m, 2 H)

H NMR (400 MHz, DMSO-de) & ppm

2.56 (s, 3 H) 3.90 (s, 3 H) 4.81 (d,

J=5.72 Hz, 2 H) 5.27 (s, 2 H) 5.40 (s,

2 H) 5.93 (d, J=3.08 Hz, 1 H) 7.25 (d,

J=3.08 Hz, 1 H) 7.40 (dd, J=8.36,

4.84 Hz, 1 H) 7.52 - 7.56 (m, 1 H)

7.98 (dd, J=4.84, 1.10 Hz, 1 H) 8.41

(t, J=5.50 Hz, 1 H) E,1.24

'H NMR (400 MHz, DMSO-de) & ppm

1.55 (d, J=7.0 Hz, 3 H), 2.58 (s, 3 H),

5.22 (s, 2 H), 5.41 - 5.49 (m, 1 H),

5.46 (d, J=6.8 Hz, 2 H), 5.94 (d, E,1.37

Bulunan
LC-MS

Kitlesi

346

367

366
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'"H NMR

J=3.1 Hz, 1 6 H), 7.23 (ddd, J=7.5,
4.8,0.9 Hz, 1 H), 7.34 (d, J=3.1 Hz, 1
H), 7.38 (d, J=8.1 Hz, 1 H), 7.40 (s, 1
H), 7.47 (d, J=7.5 Hz, 1 H), 7.69 (td,
J=7.7,1.8 Hz, 1 H), 8.47 - 8.54 (m, 1
H)

"H NMR (400 MHz, DMSO-ds) & ppm
1.15 (s, 6 H) 1.69 - 1.74 (m, 2 H)
3.57 -3.64 (m, 2 H) 5.62 (s, 2 H)
6.22 (d, J=2.86 Hz, 1 H) 7.34 - 7.48
(m, 4 H) 7.67 (d, J=3.08 Hz, 1 H)
7.91 (td, J=7.70, 1.76 Hz, 1 H) 8.56 -
8.59 (m, 1 H) 8.79 (t, J=4.80 Hz, 1 H)
12.51 (br. s., 1 H)

"H NMR (400 MHz, DMSO-des) & ppm
1.21 (d, J=7.04 Hz, 6 H) 2.97 - 3.10
(m, 1 H)3.14 - 3.18 (m, 3 H) 3.56 (t,
J=4.95 Hz, 2 H) 4.37 (t, J=5.06 Hz, 2
4.65 (d, J=5.72 Hz, 2 H) 5.37 (s, 2
5.93 (d, J=3.08 Hz, 1 H) 6.18 (s, 1
H) 6.86 (t, J=5.61 Hz, 1 H) 7.17 (d,
J=3.08 Hz, 1 H)

H)
H)

H NMR (400 MHz, DMSO-ds) & ppm
0.78 -0.90 (m, 2 H) 0.94 - 1.06 (m, 2
H)2.03 -2.17 (m, 1 H) 3.11 - 3.18

(m, 3 H) 3.55 (t, J=5.06 Hz, 2 H) 4.36
(t, J=5.06 Hz, 2 H) 4.61 (d, J=5.72

Hz, 2 H) 5.36 (s, 2 H) 5.92 (d, J=3.08
Hz, 1 H)6.15 (s, 1 H) 6.84 (t, J=5.72

LC
Yontemi,
Rt
(dakika)

E.1.09

D,0.74

D,0.69

Bulunan
LC-MS

Kitlesi

327

331

329



201

202

203

204

QR
\wﬂ\/N /_ \>—NH2
N

YAPI

78

'"H NMR

Hz, 1 H) 7.17 (d, J=3.08 Hz, 1 H)

'H NMR (400 MHz, DMSO-dé) & ppm
1.54 (d, J=7.04 Hz, 3 H) 3.20 (s, 3 H)
3.63 (dt, J=5.94, 3.19 Hz, 2 H) 4.32 -
4.50 (m, 2 H) 5.23 (s, 2 H) 5.42 (t,
J=7.04 Hz, 1 H) 5.92 (d, J=2.86 Hz, 1
H) 6.68 (d, J=7.04 Hz, 1 H) 7.18 (d,
J=3.08 Hz, 1 H) 7.34 (ddd, J=7.87,
4.68, 0.66 Hz, 1 H) 7.84 {dt, J=7.92,
1.76 Hz, 1 H) 8.42 (dd, J=4.62, 1.54
Hz, 1 H) 8.68 (d, J=2.20 Hz, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm
2.27 (s, 3H) 3.17 - 3.19 (m, 3 H)
3.61 (t, J=5.06 Hz, 2 H) 4.40 (t,
J=5.06 Hz, 2 H) 4.70 (d, J=5.50 Hz, 2
H) 5.23 (s, 2 H) 5.92 (d, J=3.08 Hz, 1
H) 6.96 (t, J=5.61 Hz, 1 H) 7.17 (d,
J=2.86 Hz, 1 H) 7.27 (d, J=7.92 Hz, 1
H) 7.55 (dd, J=8.03, 1.65 Hz, 1 H)
8.26 - 8.42 (m, 1 H)

'H NMR (400 MHz, DMSO-ds) & ppm
2.54 (s, 3 H) 4.72 {d, J=5.72 Hz, 2 H)
5.30 (s, 2 H) 5.59 (s, 2 H) 5.98 (d,
J=3.08 Hz, 1 H) 7.30 - 7.35 (m, 2 H)
7.45 (t, J=4.95 Hz, 1 H) 8.75 (d,
J=4.84 Hz, 2 H)

"H NMR (400 MHz, DMSO-ds) & ppm
2.54 (s, 3 H)4.71 {d, J=5.72 Hz, 2 H)

LC
Yontemi,
Rt
(dakika)

D,0.6

D,0.64

D,0.48

E,0.92

Bulunan
LC-MS
Kitlesi

313

313

338

338
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'"H NMR LC

Yontemi,

Rt

(dakika)

5.33 (s, 2 H) 5.63 (s, 2 H) 6.02 (d,
J=3.08 Hz, 1 H) 7.22 - 7.30 (m, 1 H)
7.41(d, J=3.08 Hz, 1 H) 8.43 (s, 1 H)
8.52 (dd, J=2.42, 1.54 Hz, 1 H) 8.56
(d, J=2.42 Hz, 1 H)

'"H NMR (400 MHz, DMSO-ds) & ppm
2.57 (s, 3 H) 3.80 (s, 3 H) 4.85 (d,
J=5.72 Hz, 2 H) 5.56 (s, 2 H) 6.24 (d,
J=2.86 Hz, 1 H) 6.84 - 6.90 (m, 2 H)
7.03 (d, J=8.14 Hz, 1 H) 7.28 - 7.34
(m, 1 H) 7.40 (d, J=2.86 Hz, 1 H)
7.49 (br. s., 2 H)8.22 - 8.28 (m, 1 H)

12.89 (br. s., 1 H) E,1.31

"H NMR (400 MHz, DMSO-ds) & ppm
1.21 (d, J=6.6 Hz, 3 H), 2.65 (s, 3 H),
3.27 (s, 3 H), 3.32 - 3.35 (m, 1 H),
3.47 (dd, J=9.2, 5.1 Hz, 1 H), 4.35 -
4.55 (m, 6 1 H), 5.25 (s, 2 H), 5.36
(d, J=4.8 Hz, 2 H), 5.92 (d, J=3.1 Hz,
1H), 6.76 (d, J=7.5 Hz, 1 H), 7.30 (d,

J=3.1 Hz, 1 H), 7.40 (s, 1 H) E,1.33

H NMR (400 MHz, DMSO-ds) & ppm

2.37 (s, 3 H) 4.97 {d, J=5.06 Hz, 2 H)

5.81 (s, 2 H) 6.31 {d, J=2.86 Hz, 1 H)

7.37 (d, J=7.70 Hz, 1 H) 7.43 (s, 1 H)

7.47 -7.52 (m, 1 H) 7.57 (br. s., 1 H)

7.75 (d, J=3.08 Hz, 1 H) 7.97 (t,

J=7.70 Hz, 1 H) 8.53 (d, J=4.62 Hz, 1 E,1.21

Bulunan
LC-MS

Kitlesi

366
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'"H NMR

H) 9.50 (br.s., 1 H) 12.88 (br. s., 1
H)

H NMR (400 MHz, DMSO-dé) & ppm
3.37 (s, 3H)4.72 (s, 2 H) 4.82 (d,
J=5.72 Hz, 2 H) 5.29 (s, 2 H) 5.46 (s,
2 H) 5.96 - 6.00 {m, 1 H) 7.29 - 7.37
(m, 2 H) 7.42 (d, J=3.08 Hz, 1 H)
7.81 (td, J=8.00, 1.50 Hz, 1 H) 8.12
{t, J=6.16 Hz, 1 H) 8.45 - 8.50 (m, 1
H)

H NMR (400 MHz, DMSO-ds) 8 ppm
2.49 (s, 3 H)3.71 (s, 6 H) 4.70 (d,
J=5.72 Hz, 2 H) 5.27 (s, 2 H) 5.41 (s,
2 H) 5.98 (d, J=2.86 Hz, 1 H)6.11 (s,
1H)6.79 (t, J=5.61 Hz, 1 H) 7.28 (d,
J=2.86 Hz, 1 H)

H NMR (400 MHz, DMSO-ds) & ppm
2.19 (d, J=1.10 Hz, 3 H) 3.68 (s, 6 H)
4.77 (d, J=5.72 Hz, 2 H) 5.68 (s, 2 H)
6.12 (s, 1 H) 6.28 {d, J=3.08 Hz, 1 H)
6.70 (d, J=1.32 Hz, 1 H) 7.45 (br. s.,
1H) 7.59 (d, J=3.08 Hz, 1 H) 8.12 {t,
J=5.50 Hz, 1 H) 12.59 - 12.72 (m, 1
H)

H NMR (400 MHz, DMSO-ds) & ppm
1.17 (d, J=6.60 Hz, 3 H) 3.23 - 3.30
(m, 4 H) 3.43 (dd, J=9.02, 5.06 Hz, 1
H) 4.36 - 4.44 (m, 1 H) 5.27 (br. s., 2
H) 5.36 - 5.47 (m, 2 H) 5.95 (d,

LC
Yontemi,
Rt
(dakika)

E.1.15

E,1.23

E,1.27

E,1.21

Bulunan

LC-MS

Kitlesi

367
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J=2.64 Hz, 1 H) 7.19 (d, J=7.04 Hz, 1
H) 7.33 - 7.43 (m, 3 H) 7.85 (t,
J=7.37 Hz, 1 H) 8.55 (d, J=3.96 Hz, 1
H)

"H NMR (400 MHz, DMSO-ds) & ppm
1.18 (d, J=6.60 Hz, 3 H) 3.25 (s, 3 H)
3.29 (s, 3 H) 3.32- 3.35 (m, 1 H)
3.45 (dd, J=9.35, 5.17 Hz, 1 H) 3.61
{t, J=4.73 Hz, 2 H) 4.28 - 4.39 (m, 2
H) 4.44 (dt, J=12.71, 6.30 Hz, 1 H)
5.32 (br. s., 2 H) 5.93 (br. s., 1 H)
6.24 (d, J=7.70 Hz, 1 H) 7.16 (s, 1 H)

"H NMR (400 MHz, DMSO-ds) 3 ppm
2.25 (d, J=1.10 Hz, 3 H) 3.89 (s, 3 H)
4.76 (d, J=5.50 Hz, 2 H) 5.29 (s, 2 H)
5.40 (s, 2 H) 5.93 (d, J=3.08 Hz, 1 H)
6.76 (d, J=1.10 Hz, 1 H) 7.25 (d,
J=3.08 Hz, 1 H) 7.39 (dd, J=8.36,
4.62 Hz, 1 H) 7.53 (dd, J=8.36, 1.10
Hz, 1 H) 7.94 (dd, J=4.73, 1.21 Hz, 1
H) 8.36 (t, J=5.61 Hz, 1 H)

LC
Yontemi,
Rt
(dakika)

E,1.21

E,1.29

Bulunan
LC-MS

Kitlesi

280
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Analitik Yontemler.

Tdm bilesikler agadidaki LC-MS ydntemlerine LC-MS ile karakterize edilmistir.

82

'"H NMR

"H NMR (400 MHz, DMSO-ds) & ppm
2.05 (d, J=1.32 Hz, 3 H) 4.73 (d,
J=5.72 Hz, 2 H) 5.31 (s, 2 H) 5.47 (s,
2 H) 5.98 (d, J=3.08 Hz, 1 H) 7.29 -
7.35 (m, 2 H) 7.42 (d, J=3.08 Hz, 1
H) 7.67 (d, J=1.10 Hz, 1 H) 7.81 (td,
J=7.70, 1.76 Hz, 1 H) 7.99 (t, J=5.61
Hz, 1 H) 8.41 - 8.45 (m, 1 H)

'H NMR (400 MHz, DMSO-ds) 5 ppm
2.31 (s, 3H) 3.80 (s, 3 H) 4.77 (d,
J=5.72 Hz, 2 H) 5.34 (s, 2 H) 5.43 (s,
2 H) 6.01 (d, J=2.86 Hz, 1 H) 6.46 -
6.50 (m, 1 H) 6.80 (t, J=7.26 Hz, 1 H)
6.90 (t, J=5.83 Hz, 1 H) 7.00 (d,
J=8.14 Hz, 1 H) 7.20 - 7.27 (m, 2 H)
7.31(d, J=1.10 Hz, 1 H)

'H NMR (400 MHz, DMSO-ds) 3 ppm
2.43 (s, 3 H) 4.85 {(d, J=5.72 Hz, 2 H)
5.33 (s, 2 H) 5.49 (s, 2 H) 5.99 (d,
J=3.08 Hz, 1 H) 7.24 (d, J=7.70 Hz, 1
H) 7.34 (ddd, J=7.54, 4.90, 0.99 Hz,
1H)7.43 (d, J=3.08 Hz, 1 H) 7.80
(td, J=7.70, 1.76 Hz, 1 H) 8.03 (t,
J=5.61 Hz, 1 H) 8.44 - 8.47 (m, 1 H)

LC

Yontemi,

Rt

(dakika)

E,1.17

E,1.42

E,0.98

Bulunan
LC-MS

Kitlesi

336

381

337
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Yéntem A. 35°C’de tutulan bir Phenomenex Kinetex situn (XB-C18, 50 x 4.6 mm |.D.
2.6um) kullamimistir. MS algilama: API-ES poazitif iyonizasyon modu, kutle arahgr 100-
1200. PDA algilama (A=190-400 nm). Agadidaki gradiyent bir 2 yL enjeksiyonu ile

kullanilmistir:

Solvent A H20 + %0.1 Formik Asit

Solvent B Asetonitril

Zaman (dakika) %A %B  Akis (mL/dakika)
0.0 95 5 3.0

4.2 5 95 3.0

4.9 5 95 3.0

5.0 95 5 3.0

Yéntem B. Tersine gevrilmis faz UPLC (Ultra Performans Sivi Kromatografisi) 0.8
ml/dakika akis oranina sahip bir kOprili etilsiloksan/silika hibrit (BEH) C18 sutun (1.7
Mm, 2.1 x 50 mm; Su Berrakhgi) Ustiinde gergeklestirilmistir. Bir gradiyent durumunu
1.3 dakikada %95 A ve %5 B ila %5 A ve %95 B arasinda ¢alistirmak ve 0.7 dakika
tutmak Gzere iki mobil faz (H-O/asetonitril 95/5; mobil faz B: asetonitril icinde 10 mM
amonyum asetat) kullamilmigtir. 0.75 pl'lik bir enjeksiyon hacmi kullaniimigtir. Koni
voltaji pozitif iyonizasyon modunda 30 V ve negatif iyonizasyon modunda 30 V

duzeyindeydi.

Yontem C. Analizler bir Waters XTerra C18 sutununda {100 x 4.6 mm [.D. 3.5 pm
partikiil) 40 °C’de, 1.6 mL/dakikalik bir akis orani ile gergeklestiriimistir. Bir gradiyent
elisyonu asagidaki gibi gergeklegtirilmigtir: Su/Asetonitril 90:10 i¢indeki %100’Iuk bir
amonyum asetat solisyonundan {25 mM) bir Asetonitril/Metanol 50:50 kansimina 7.5
dakikada, elde edilen bilesimden %100 Asetonitrile 1.0 dakikada; %100 Asetonitril 1.5
dakikada; Su/Asetonitril 90:10 (25mM) igcindeki %100 Asetonitrilden bir amonyum
asetat sollsyonunun (25 mM) %100 ila %100’Une 3.0 dakikada. Standart enjeksiyon
hacmi 3 pl'ydi. Edinim araliklarn UV’ye yonelik 200-400 nm olarak ayarlanmistir.
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Yoéntem D. LC oOlgimu ikili pompa, bir drnek dizenleyici, bir sttun 1sitici (55 °C'ye
ayarh), bir diyot dizi dedektoru (DAD) ve asadida ilgili yontemlerde belirtilen gibi bir
sutun iceren bir Acquity UPLC (Waters) sistemi kullanilarak yapiimigtir. Sttundan akig
bir MS spektrometreye aynimigtir. MS dedektdri bir elektrosprey iyonizasyon kaynagi
ile konfigure edilmistir. Kitle spektralan 0.02 saniyelik bir bekletme slresi kullanilarak
100’den 1000’e 0.18 saniyede taranarak elde edilmigtir. Kapiler igne voltaji 3.5 kV'ti ve
kaynak sicakligi 140 °C'de tutulmustur. NebllizOr gaz olarak nitrogen kullaniimigtir.
Tersine gevrilmis faz UPLC {Ultra Performans Sivi Kromatografisi) bir koprili
etilsiloksan/silika hibrit (BEH) C18 sltunda {1.7 pym, 2.1 x 50 mm; Su Berrakligi) 0.8
mL/dakika akig orani ile gergeklestiriimistir. Bir gradiyent durumunu 1.3 dakikada %95
A ve %5 Bila %5 A ve %95 B arasinda ¢aligstirmak ve 0.3 dakika tutmak Gzere iki mobil
faz (H:O/asetonitril 95/5; mobil faz B: asetonitril icinde 10 mM amonyum asetat)
kullanilmigtir. 0.5 Wl'lik bir enjeksiyon hacmi kullanimigtir. Koni voltaji pozitif

iyonizasyon modunda 10 V ve negatif ivonizasyon modunda 20 V dlizeyindeydi.

Yoéntem E
) . _ 8 Calisma
Arag Sotun Mobil faz Gradiyent sutun o
sicakhg) Siresi
Waters : %100 A'dan %5
Waters: A: 95% H.0O + %5 _
HSS T3 A’ya 2.10 dakikada,
Acquity® CH3;CN B: CH;CN 0.8
(1.8 ym, %0 Aya0.90 - 3.5
UPLC® - icinde 10mM 55
2.1*100 dakikada, %5 A'ya
DAD ve SQD CHaCOONH4
mm) 0.5 dakikada
Yontem F
Lks
N . . ... Galisma
Arag Sotun Mobil faz Gradiyent sgtun L
suresi

sicahlgl
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) . _ "' Caligma
Arag Sutun Mobil faz Gradiyent sutun o
sicahlgi suresi
%100 A'dan %1A'ya,
A: %0.25
' %49 B ve %50 C 6.5
Waters: CH3COOH ile %95 _
) Waters : dakikada, %1 A ve
Alliance ® H20O + %5 CH;CN,
Xterra MS %99 B'ye 0.5
- DAD - B: CHs:CN, C: )
C18 dakikada, %100 D'ye 1 L&
ZQ ve CH3CH, D: (%40 ) S 11
(3.5um, dakikada 1.0 dakika a0
ELSD CH3CN ve %40
4.6*100m boyunca tutulmustur
2000 CH30H ve %20 .
m) . ve %100 A'ya in 0.5
Alltech H20 iginde 25mM _ _
dakikada ve 1.5 dakika
CH3COONH;4

boyunca tutulmusgtur.

Formiiliin {I) bilesiklerinin Biyolojik Aktivitesi

Biyolojik Galismalarin Agiklamasi

TLR7 ve TLRS8 aktivitesinin degerlendirilmesi

insan TLR7 ve/veya TLR8 hiicrelerini aktive etmek (izere bilesiklerin 6zelligi bir TLR7
veya TLR8 ifade vektorl ve NFkB-luc raporlayici yapi ile gegici olarak transfekte edilen

HEKZ293 hucreleri kullanilarak bir hiicresel raporiayici galigmada degerlendirilmistir.

Kisaca, HEK293 hucreleri kiltir ortaminda (%10 FCS ve 2mM Glutamin eklenmis
DMEM) bdyitdlmdastir. Hucrelerin 10 em’lik kaplarda transfekte edilmesine yonelik
olarak, hicreler Trypsin-EDTA ile aynimig, bir CMV-TLR7 veya TLR8 plazmit (750 ng),
NFkB-luc plazmid (375 ng) kansimi ve bir transfeksiyon reaktif maddesi ile transfekte
edilmistir ve 37°C’de nemlendirimis %5 CQO: atmosferde gece boyunca inkibe
edilmistir. Sonra transfekte edilen hicreler Trypsin-EDTA ile aynimis, PBS’te yikanmis
ve 1.67 x 10° hicre/mL yogunlgunda bir ortamda tekrar sispanse edilmistir. Sonra otuz

mikrolitre hicre her hiicreye 384 g6zIi plakanin her gézine dagitilmistir, burada
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%4 DMSO’daki bilegigin 10 pL’si bulunuyordu. 37°C’de, %5 CO: ile 6 saat inklbasyon
sonrasinda, her bosluga 15 pL Steady Lite Plus sibstrat (Perkin Elmer) eklenerek
lisiferaz  etkinligi  belirlenmigtir ve okuma bir ViewlLux ultraHTS mikroplaka
goérintileyicide (Perkin Elmer) gergeklestiriimistir. Doz tepki edrileri dért kopya seklinde
gerceklestirilen dlgimlerden elde edilmistir. Calismanin standart sapmasinin en az iki
kat Ustiinde olan bir etki baslatan konsantrasyon oclarak belilenen, her bilegigin en

disUk etkili konsantrasyon (LEC) degerleri belirlenmigtir.

Bilesik toksisitesi 384 gozlli plakalarda, sadece CMV-TLR7 vyapisi (1.67 x 10°
hiicre/mL) ile transfekte edilen her gbzde 30 yL’lik hicreli benzer bir seyreltme serisi
bilesigi kullanilarak belirlenmigtir. Hucre yasayabilirligi 37°C'de, %5 CO: ile alti saat
boyunca inkiibasyon sonrasinda, her géze 15 gL ATP hafif (Perkin Elmer}) ekleyerek ve
ViewLux ultraHTS microplaka gordntileyicide (Perkin Elmer) okuyarak olgllmustir.

Veriler CCs olarak bildirilmistir.

Ayni sekilde, sadece NFkB-luc raporlayici (1.67 x 10° hilcre/mL) ile transfekte edilen
her gdozde 30 pL’lik hicreli benzer bir seyreltme serisi bilegigi (%4 DMSO’da bilesigin
10 pL’si) kullanilarak belilenmigtir. 37°C’de, %5 CO. ile 6 saat boyunca inkUbasyon
sonrasinda, lUsiferaz aktivitesi her goze 15 pyL Steady Lite Plus substrat (Perkin Elmer)
ekleyerek ve ViewlLux ultraHTS microplaka goriintiileyicide (Perkin Elmer) okuyarak

Olcilmistlr. Paralel taramadaki veriler LEC olarak bildirilmistir.

ISRE destekleyici unsurlarin aktivasyonu

Bilesiklerin IFN-I baglatma potansiyeli, PBMC'nin duzenlenen ortami ile interferon
destekli tepki unsurlarimin  (ISRE) aktivasyonunu dlgerek degerendirilmigtir.
GAAACTGAAACT dizisinin  ISRE unsuru, IFNAR (Clontech, PT3372-5W)
reseptorlerine IFN-I baglanmasi sonrasinda aktive edilen STAT1-STATZ2-IRF9
transkripsiyon faktoriine gok tepkiseldir. Clontech’in (ref. 631913) plazmit pISRE-Luc'u
bu ISRE unsurundan 5 kopya igerir, ardindan yildiz bocedi lusiferazi ORF gelir.
Dlzenlenen PBMC hucresi kiltir ortaminin profiline pISRE-Luc (HEK-ISREluc) ile
transfekte edilen bir HEK293 hicre hatti olusturulmustur.

Kisaca, PBMC’ler bir standart Ficoll santrifijleme protokoli kullanilarak en az iki

dondérin beyaz kan hdcrelerinin bir tabakasindan hazirlanmistir. Ayrilan PBMC’ler,



10

15

87

RPMI ortami %10 insan AB serumu ile desteklenen RPMI ortaminda tekrar slspanse
edilmistir ve 2 x 10° gdz/hiicre bilesikleri iceren 384 gbzIU plakaya dagitiimistir (70 pL
toplam hacim). Gece boyunca inklibasyon sonrasinda, 30 pL i¢cinde 5 x 10° HEK-
ISREluc hiicre/gdz iceren 384 gdzla plakaya (bir glin dnce hazirlanmig) 10 pL Ust faz
aktariimistir. 24 saatlik inkUbasyon sonrasinda, ISRE unsurlaninin aktivasyonu 40
ul/géz Steady Lite Plus siibstrat (Perkin Elmer) kullanilarak lisiferaz aktivitesini
inceleyerek dlgllmuistir ve ViewLux ultraHTS mikroplaka goérintileyici {(Perkin Elmer)
ile dlgulmustir. Her bilesigin HEK-ISREluc hlcreleri Ustiindeki uyarici aktivitesi,
incelemenin standart sapmasinin en az iki kat Gstinde bir lisiferaz aktivitesi ile
sonuglanan PBMC’lere uygulanan bilesik konsantrasyonu olarak tanimlanan LEC
degeri olarak bildiriimigtir. Dolayisiyla LEC, belirli bir PBMC kaltard ortami miktarinin
transferinde ISRE aktivasyonu derecesini belirti. Rekombinant interferonu a-2a

(Roferon-A) standart kontrol bilesidi olarak kullanilmistir.

Tablo 2. Formilin (I) bilesiklerinin aktivitesi. Tim bilesikler, HEK 293 NF-kB yukarida

agiklanan paralel tarama galismasinda highir aktivite gostermemistir (LEC >25 uM).

# YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

-

1 0.20 >25 0.20
- N
Q\/%%N
el
2 ©/ 0.50 »25 0.60
=N
Br N
3 /‘/‘ 2.6 »25 1.2

4 0.60 13.5 0.4
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11

88

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.30

1.3

0.61

0.49

0.53

0.15

1.5

>25

>25

>25

1.7

2.1

>25

3,5

0.2

0.7

0.8

0.15

0.22

0.06
0.56
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13

14

15

16

17

18

N
{

89

TLR7 LEC (uM)

0.14

0.80

0.52

5.84

0.89

0.07

0.07

TLR8 LEC (uM) PBMC LEC (uM)

0.7

>25

6.57

>25

>25

12,5

>25

0.05

0.89

0.01

0.1

0.6

0.01

0.01



19

20

21

22

23

24

YAPI

/f N

~

?

o

90

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

2.5

0.14

0.009

0.48

0.83

0.02

7.06

1.3

7.4

9.2

>25

6.47

0.62

0.02

0.0007

0.02

0.27

0.0007
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YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

o
F 0.01 2.84 0.001

[+}
f 0.03 1.95 0.002

o =N
N
/} 0.15 0.85 017

8, 0.11 1.1 0.03

< 0.15 >25 0.04

0.16 0.67 0.05



31

32

33

34

35

36

37

YAPI

92

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.22

0.91

0.03

0.91

1.49

1.06

0.005

>25

>25

>25

>25

>25

>25

>25

0.16

0.52

0.04

0.54

0.70

0.59

0.007



38

39

40

41

42

43

93

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.54

0.17

0.12

0.02

0.28

0.11

>25

>25

24.61

>25

>25

>25

0.63

0.009

0.004

0.1

0.16

017



44

45

46

47

48

49

94

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

1.51

19.9

0.83

17.5

0.05

22.43

>25

>25

>25

>25

>25

>25

2.45

0.74

0.17

1.79

0.03

2.34
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# YAPI TLR7 LEC (uM)

50 fr 1.01

91 >J‘N 5.14

52 /“/-N 0.12

53 /J‘N 0.38

54 1.68

55 ~ 0.08

TLR8 LEC (uM) PBMC LEC (uM)

>25

>25

>25

2.78

>25

0.81

0.13

0.59

0.09

0.07

0.90

0.06



56

57

58

o9

60

61

62

YAPI

96

TLR7 LEC (uM)

0.99

0.33

0.24

0.37

0.39

1.01

0.06

TLR8 LEC (uM) PBMC LEC (uM)

17.5

>25

>25

>25

>25

>25

0.9934

0.07

0.28

0.90

0.22

0.33

1.95

0.06



63

64

65

66

67

68

97

YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

~ 0.67

P, N\}N
=N
~ 1.36
“4 RN
N/ .
8_/ N
/I 0.1687
Lo
@/\/ _N>_N
N
2 57
il N
(\NNN /—N\>—N

O\)/\/‘ N 0.056

0.19

>25

>25

>25

3.96

6.71

>25

0.18

0.26

0.08

0.91

0.04

0.04



69

70

71

72

73

74

75

YAPI

/"/J‘N '
/J\ )
N// N
e

{j\/u//_ S
N
~

@Vf/ ~\>_N
F/‘ N

98

TLR7 LEC (uM)

0.004

1.63

0.32

0.13

0.28

0.10

0.04

TLR8 LEC (uM) PBMC LEC (uM)

0.71

>25

4.68

>25

>25

>25

>25

0.002

0.75

0.24

0.04

0.13

0.04

0.04



76

77

78

79

80

81

YAPI

P

Q\/%bﬁ_w
A0 i ) 0

&

Q//

Nedd N

Yy
{3
F N" 5

-

99

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.01

0.008

0.0004

0.004

<0.0006

0.01

4.09

2.62

0.5577

0.94

0.689

22.02

0.007

0.002

<0.0004

0.001

<0.0004

0.002



82

83

34

85

86

87
88

YAPI

Jo

100

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.07

1.57

0.04

0.03

1.63

0.01

0.01

0.57

>25

10.14

>25

>25

2.46

0.01

2.3

0.01

0.002

0.47

0.008

0.0006



89

90

91

92

93

101

TLR7 LEC (uM)

0.04

0.03

0.05

0.10

0.26

TLR8 LEC (uM) PBMC LEC (uM)

>25

>25

217

4.46

>25

0.006

0.01

0.02

0.02

0.12



94

95

96

97

98

99

102

YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.01
F
NN
N N
. )
o 0.01
F
NYN | §
N N

\q\ \_/
0.05
e NH
s~ <0.01

/O/_}%
<0.01

<0.01

>25

3.26

>25

0.23

0.22

0.1

0.01

0.007

0.04

0.001

0.001

<0.001



103

# YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

/()/}NH "
100 <0.01 0.04 <0.001

101 < <0.01 0.08 <0.001

102 5J <0.01 0.14 <0.001

s NH
103 /°f 0.032 >25 0.018
/ N
a 3
e
NH
104 W 11.960 >25 1.980

106 0.827 >25 0.194



106

107

108

109

110

111

104

YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

/ Nt
/‘/‘ 0.008 0.59

= N
W,
~g N\>‘NH2
~NH
/°f 2.030 >25

N NH
({f
0.126

S =N
NA
\;>‘ 0.005

0.002

0.637

>25

7.17

>25

>25

0.005

2.130

0.070

0.003

0.001

0.293



112

113

114

115

116

117

105

YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

C\N\Q\/ Q%Hz
/o _ "

A
T h \ Hp
>
NH
N
!
O~
0.741 >25
/ ———
2
~ A\
S
NH
/°J 1.320 >25

NIl
/-‘/\ 0.186 2.27

0.241 7.93

/‘/‘NH 0.049 >25

/ 2.950 >22.7

0.209

0.807

0.133

0.079

0.022

1.430



118

119

120

121

122

123

124

YAPI

106

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

1.650

1.810

3.220

0.172

0.050

0.026

0.003

>25

>25

>25

>25

>25

>25

>22

3.010

2.180

2.160

0.046

0.030

0.002

0.001



125

126

127

128

129

YAPI

107

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.086

0.054

0.337

0.342

0.670

>25

>25

>25

>25

>25

0.009

0.008

0.019

0.062

0.122



130

131

132

133

134

135

136

108

YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

| H
FXFffN 1.940

Y
NH?/:.:-N/\NI- \
™
— 0.004
5 —
N
Q‘NE\/L/\&MHE
N
N-
/’f 5.99

C~ 0.07

S~ 1.20

/ 12.5

3.04

>25

>25

>25

>25

>25

>25

246

0.804

0.001

0.879

0.023

0.104

4.050

0.559



109

# YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

137 ‘< 13.8 >25 2.030

138 \ 445 >25 0.502

NH
139 Cc’( 1.41 >25 0.588

140 < 1.24 >25 0.513

NH
141 /‘(‘ 0.43 >25 0.048



142

143

144

145

146

147

YAPI

110

TLR7 LEC (uM)

0.52

0.10

0.07

0.05

0.20

4.49

TLR8 LEC (uM) PBMC LEC (uM)

>25

>25

>25

>25

>25

>25

0.134

0.016

0.009

0.021

0.139

2.020



148

149

150

151

152

153

YAPI

-4

111

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.16

0.02

0.25

12.8

0.73

0.05

3.93

>25

>25

>25

>25

>25

0.056

0.006

0.054

2.580

0.142

0.002



154

155

156

157

158

112

YAPI TLR7 LEC (uM)

/ / N\ NH;

= AR
Saua s

0.08

0.90

0.05

0.03

0.05

TLR8 LEC (uM) PBMC LEC (uM)

>25

>25

>25

>25

>25

0.017

0.415

0.040

0.003

0.020



159

160

161

162

163

164

165

YAPI

113

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.05 >25

8.07 =25

0.02 >25

0.32 >25

<0.01 0.75

0.04 15.93

494 >25

0.019

1.810

0.009

0.128

0.001

0.025

0.957
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# YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

166 / 4.88 NA NA

167 0.09 >25 0.008

168 ={ 0.09 >25 0.011

169 0.04 >25 0.011

170 0.01 >25 0.002



171

172

173

174

175

176

YAPI

115

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

0.02

1.40

0.53

6.13

0.02

0.04

>25

>25

>25

>25

>25

>25

NA

0.017

0.066

2.200

0.009

0.009



177

178

179

180

181

YAPI

TLR7 LEC (uM)

8.67

0.15

0.02

0.01

0.06

TLR8 LEC (uM) PBMC LEC (uM)

>25

>25

>25

>25

20.2

3.930

0.014

0.003

0.004

0.015
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# YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

// N HZ
— NH
N
S
Q
182 0.05 =25 0.018
\N_ g—
\_7
'
D/— M \N/I(NH
183 2 0.59 >25 0.009
" = N
\\ N /E s
NE "
(0]
Nfﬁ{
184 0.49 >25 0.131
/ —
SEaw

NH
N
/
O F
185 ?\ 0.07 >25 0.018

186 0.14 >25 0.035



187

188

189

190

191

192

YAPI

2 N \
" zrq}-«m

NH
"j
!

N

TLR7 LEC (uM)

4,78

7.62

0.40

0.26

0.06

0.07

TLR8 LEC (uM) PBMC LEC (uM)

>25

>25

>25

>25

>24

>25

0.520

0.047

0.074

0.038

0.006

0.030



193

194

195

196

197

YAPI

]

7/
=2y >—NH2
N
N
N
o
I
/ —
I
=y \>-NH2
=N
NE-
N N
/ —_—
w0
Y g \>_~4H7
=N
*S—NH
NN
"\ /

119

TLR7 LEC (uM)

TLR8 LEC (uM) PBMC LEC (uM)

11.3 >25 0.447
2.38 >25 0.507
0.16 >25 0.024
0.01 12.6 0.002
0.39 >25 0.040



198

199

200

201

202

203

YAPI

4 =
OVN / \
=~ A\
! (i.)%z
NH

8¢

/
4]
o
Sy B\NH

N
NHg N\

“ o

120

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

8.76

0.60

0.17

7.30

1.61

1.04

>25

23.5

>25

>25

>25

0.617

0.032

0.035

0.978

0.580

0.138



204

205

206

207

208

121

TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

1.78

<0.01

0.74

0.06

5.14

>25

7.7

15

23

>25

0.188

0.001

0.129

0.009

0.402



209

210

211

212

213

214

122

YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

h k«NY 0.04

M 002

/ 6.94

O, 7.60

NH; \\\/0
LJ/ <0.01 >25

1.16 >25

>25

>25

22

>25

0.008

0.003

0.470

2.090

0.001

0.151



215

216

123

YAPI TLR7 LEC (uM) TLR8 LEC (uM) PBMC LEC (uM)

" \\\Ej/ <0.01 >25

Nt 1.24 >25

0.001

0.091



