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Under the Paperwork Reduction Act of 1995, no persens are required to respond to a collection of information unless it contains a valid OMB contrel number.

) ) Attorney Docket Number | 60137.0034USP2
Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention | NUCLEOSIDE PHOSPHORAMIDATE PRODRUGS

The application data sheet is part of the provisional or nonprovisional application for which it is being submitted. The following form contains the
bibliographic data arranged in a format specified by the United States Patent and Trademark Office as outlined in 37 CFR 1.76.

This document may be completed electronically and submitted tc the Office in electronic format using the Electronic Filing System (EFS) or the
document may be printed and included in a paper filed application.

Secrecy Order 37 CFR 5.2

[ ] Portions or all of the application associated with this Application Data Sheet may fall under a Secrecy Order pursuant to
37 CFR 5.2 (Paper filers only. Applications that fall under Secrecy Order may not be filed electrenically.)

Applicant Information:
Applicant 1

Applicant Authority (®Inventor | (OLegal Representative under 35 U.S.C. 117 (OParty of Interest under 35 U.S.C. 118

Prefix| Given Name Middle Name Family Name Suffix
MICHAEL JOSEPH SOFIA

Residence Information {Select One) (¢ US Residency () Non US Residency () Active US Military Service

City | DOYLESTOWN State/Province | PA Country of Residencei | US

Citizenship under 37 CFR 1.41(b) i us
Mailing Address of Applicant:
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Address 2

City DOYLESTOWN State/Province PA

Postal Code 18902 Countryi | US

Applicant 2

Applicant Authority ®nventor | (JLegal Representative under 35 U.8.C. 117 (OParty of Interest under 35 U.S.C. 118

Prefix| Given Name Middle Name Family Name Suffix
JINFA DU

Residence Information (Select One) (») US Residency () Non US Residency () Active US Military Service

City | NEwW HOPE State/Province | PA Country of Residencei | US

Citizenship under 37 CFR 1.41(b) i uUs
Mailing Address of Applicant:

Address 1 1206 REINS CIRCLE

Address 2

City NEW HOPE State/Province PA

Postal Code 18938 Countryi | US

Applicant 3

Applicant Authority (®Inventor | (OLegal Representative under 35 U.S.C. 117 (OParty of Interest under 35 U.S.C. 118

Prefix| Given Name Middle Name Family Name Suffix
PEIYUAN WANG

Residence Information (Select One) () US Residency () Non US Residency () Active US Military Service

City | GLEN ROCK State/Province | NJ Country of Residencei | US
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Applicaticn Number

Title of Invention | NUCLEOSIDE PHOSPHORAMIDATE PRODRUGS

Citizenship under 37 CFR 1.41(b) i CN
Mailing Address of Applicant:

Address 1 20 RADBURN ROAD
Address 2
City GLEN ROCK State/Province NJ
Postal Code 07452 Countryl | US

All Inventors Must Be Listed - Additional Inventor Information blocks may be

generated within this form by selecting the Add button. Aad

Correspondence Information:

Enter either Customer Number or complete the Correspondence Information section below.
For further information see 37 CFR 1.33(a).

[] An Address is being provided for the correspondence Information of this application.

Customer Number 23552

Email Address devans@merchantgould .com | AddEmail |  |Remove Email

Application Information:

Title of the Invention NUCLECSIDE PHOSPHORAMIDATE PRCDRUGS
Attorney Docket Number| 60137.0034USP2 Small Entity Status Claimed

Application Type Provisional
Subject Matter Utility
Suggested Class (if any) Sub Class (if any)

Suggested Technology Center (if any)

Total Number of Drawing Sheets (if any) Suggested Figure for Publication (if any)

Publication Information:
[] Request Early Publication (Fee required at time of Request 37 CFR 1.219)

Req uest Not to Publish. | hereby request that the attached application not be published under 35 U.S.

[[] C.122(b}and certify thatthe invention disclosed in the attached application has not and will not be the subject of
an application filed in another country, or under a multilateral international agreement, that requires publication at
eighteen menths after filing.

Representative Information:

Representative information should be provided for all practitioners having a power of attorney in the application. Providing
this information in the Application Data Sheet does not constitute a power of attorney in the application {see 37 CFR 1.32).

Enter either Customer Number or complete the Representative Name section below. [If both sections
are completed the Customer Number will be used for the Representative Information during processing.

Please Select One: (& Customer Number (O US Patent Practitioner (O Limited Recognition {37 CFR 11.9)

Atea Pharmaceuticals, Inc.
EFS Web 2.2.1 Exhibit 1004 Page 4 of 46



PTO/SB/14 (07-07)

Approved for use through 06/30/2010. OMB 0651-0032

U.S. Patent and Trademark Cffice; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number | 60137.0034USP2

Application Data Sheet 37 CFR 1.76 —
Applicaticn Number

Title of Invention | NUCLEOSIDE PHOSPHORAMIDATE PRODRUGS

Customer Number

Domestic Benefit/National Stage Information:

This section allows for the applicant to either ¢claim benefit under 35 U.S.C. 119(e), 120, 121, or 365(c} or indicate National Stage
entry from a PCT application. Providing this information in the application data sheet constitutes the specific reference required by
35U.8.C. 119(e) or 120, and 37 CFR 1.78(a)(2) or CFR 1.78(a}(4), and need not otherwise be made part of the specification.

Prior Application Status
Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD}

Additional Domestic Benefit/National Stage Data may be generated within this form

by selecting the Add butten. Aad

Foreign Priority Information:

This section allows for the applicant to claim benefit of foreign priority and to identify any prior foreign application for which priority is
not ¢laimed. Providing this information in the application data sheet constitutes the claim for priority as required by 35 U.S.C. 119(b)
and 37 CFR 1.55(a).

[ Remove |
Application Number Country | Parent Filing Date (YYYY-MM-DD} Priority Claimed
(® Yes (O No
Additional Foreign Priority Data may be generated within this form by selecting the =

Add button.

Assignee Information:

Providing this information in the application data sheet does not substitute for compliance with any requirement of part 3 of Title 37
of the CFR to have an assignment recorded in the Office.

Assignee 1

If the Assignee is an Organization check here.

Organization Name PHARMASSET, INC.

Mailing Address Information:

Address 1 303-A COLLEGE ROAD EAST

Address 2

City PRINCETON State/Province NJ
Country il us Postal Code 08540
Phone Number Fax Number

Email Address

Additional Assignee Data may be generated within this form by selecting the Add

button. Add
Signature:

A signature of the applicant or representative is required in accordance with 37 CFR 1.33 and 10.18. Please see 37

CFR 1.4(d) for the form of the signature. Atea Pharmaceuticals, Inc.
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Date (YYYY-MM-DD)
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First Name DANIEL
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Registration Number

55868

This collection of information is required by 37 CFR 1.76. The information is required to obtain or retain a benefit by the public which
is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.5.C. 122 and 37 CFR 1.14. This
collection is estimated to take 23 minutes to complete, including gathering, preparing, and submitting the completed application data
sheet form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you require to
complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the attached form related to
a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised that: (1) the general authority for the collection
of this information is 35 U.8.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which the information is
used by the U.8. Patent and Trademark Office is to process and/or examine your submission related to a patent application or patent. If you do not
furnish the requested information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1.

The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act (5 U.S.C. 552)
and the Privacy Act (5 U.5.C. 552a). Records from this system of records may be disclosed to the Department of Justice to determine
whether the Freedom of Information Act requires disclosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a court, magistrate, or
administrative tribunal, including disclosures to opposing counsel in the course of settlement negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a request involving an
individual, to whom the record pertains, when the individual has requested assistance from the Member with respect to the subject matter of
the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for the information in
order to perform a contract. Recipients of information shall be required to comply with the requirements of the Privacy Act of 1974, as
amended, pursuant to 5 U.5.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records may be disclosed,
as a routine use, tc the International Bureau of the World Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of National Security
review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or his/her designee,
during an inspection of records conducted by GSA as part of that agency's responsibility to recommend improvements in records
management practices and programs, under authority of 44 U.5.C. 2904 and 2906. Such disclosure shall be made in accordance with the
GSA regulations governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive. Such
disclosure shall not be used to make determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of the application pursuant|
to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 161. Further, a record may be disclosed, subject to the limitations of 37
CFR 1.14, as a routine use, to the public if the record was filed in an application which became abandoned or in which the proceedings were
terminated and which application is referenced by either a published application, an application open to public inspections or an issued
patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law enforcement agency, if the
USPTO becomes aware of a violation or potential violation of law or regulation.
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Docket No. 60137.0034USP2

NUCLEOSIDE PHOSPHORAMIDATE PRODRUGS

The essential material for this application, including the background of the
invention, the disclosure of the invention, including Preparations and Examples, is
incorporated by reference from pending and commonly owned U.S. Provisional
application No. 60/909,315, filed March 30, 2007, as well as references cited therein,
under the provisions of MPEP 608.01(p).

EXAMPLES

Example numbers 13-55 are prepared using similar procedures described for examples 5-
8, as disclosed in U.S. Provisional application No. 60/909,315. The identification and
NMR/MS details are shown below:

Example R’ R R®™ R™ R*
13 Ph H H Me Et
14 1-Napth H H Me Bn
15 Ph H H H Me
16 2,4-C1-Ph H H Me Me
17 1-Napth H H Me Me
18 Ph * H * Me
19 Ph H H Me n-Bu
20 Ph H H Me Bn
21 4-F-Ph H H Me Me
22 4-CI-Ph H H Me Me
23 3,4-C1-Ph H H Me Me
24 Ph H H Me 2-Bu
25 Ph H H Me 1-Pr
26 4-MeO-Ph H H Me n-Bu
27 4-F-Ph H H Me Et
28 4-F-Ph H H Me 1-Pr
29 4-F-Ph H H Me Bn
30 4-MeO-Ph H H Me i-Pr
31 2-Cl-Ph H H Me Bn
32 2,4-C1-Ph H H Me n-Bu
33 4-Me-Ph H H Me i-Pr
34 4-F-Ph H H Me n-Bu
35 3,4-diCI-Ph H H Me Et
36 2-C1-Ph H H Me i-Pr
37 4-MeO-Phh H H Me Bn
38 Ph H H Me n-Pen

1
—
1

Atea Pharmaceuticals, Inc.
Exhibit 1004 Page 8 of 46



Docket No. 60137.0034USP2

Example

14

15

16

17

18

Example R’ R* R*®* R" R’

39 4-CI-Ph H H Me iPr

40 4-CI-Ph H H Me n-Bu

41 4-CIl-Ph H H Mc Et

42 4-Me-Ph H H Me nBu

43 4-Me-Phe H H Me Bn

44 Ph H H Et Mc

45 Ph H H Me 4-FBn

46 4-CI-Ph H H Me n-Bu

47 Ph H H Mc 3-Mc-1-Bu

48 34-diCl-<Ph H H Me Bn

49 Ph H H Me c-Hex

50 Ph H Me H n-Bu

51 Ph H Me H iPr

52 Ph H Me H Bn

53 2-CIl-Ph H H Me n-Bu

54 4-Br-Ph H H Me i-Pr
*R* and R together are —(CH,)s— as derived from L-
proline

NMR/MS

1H NMR (DMS0-d6) 5 1.12-1.16 (m, 3H), 1.20-1.28(m,6H), 3.70-3.90 (m, 2H), 4.00-
4.08 (m, 3H), 4.18-4.45 (m, 2H), 5.52-5.58 (m, 1H), 5.85-5.98 (m, 1H), 6.00-6.20 (m,
2H), 7.16-7.23 (m, 3H), 7.37-7.40 (m, 2H) , 7.54-7.60 (m, 1H), 11.54 (s.1H) ; MS, m/e
516.1 (M+1)+

1HNMR (DMSO-d6) & 1.18-1.30 (m, 6H), 3.78-4.10 (m, 3H), 4.38-4.49 (m, 2H),
4.09-5.11 (m, 2H), 5.28-5.40 (m, 1H), 5.85-6.10 (m, 2H), 6.30-6.41 (m, 1H), 7.28-7.32

(m, 5H), 7.41-7.60 (m, SH), 7.73-7.76(m, 1H) , 7.94-8.11(m, 1H) , 8.13-8.15(m,
1H) , 11.50 (s.1H) ; MS, m/e 628.4 (M+1)+

1H NMR (DMSO-d6) 5 1.22 (d, J=22.4 Hz, 3H), 3.59(s, 3H), 3.63-3.69 (m, 2H), 3.74-
3.8(m, 1H), 4.02(d, J=11.2 Hz, 1H), 4.23-4.28(m, 1H), 4.40-4.43 (m, 1H), 5.57-5.60
(m. 1H), 5.89(d, J=6.8 Hz, 1H), 6.00-6.06(m, 2H), 7.15-7.23 (m, 3H), 7.35-7.39 (m,
2H),7.52(d, J=8 Hz, 1H), 11.52(s, 1H) ; MS, m/e 487.97 (M+1)+

1H NMR (DMSO-d6) & 1.22-1.28 (m, 6H), 3.57-3.60 (m, 3H), 3.84-3.92 (m, 2H),
4.00-4.04 (m, 1H), 4.31-4.44 (m, 2H), 5.54-5.61 (m, 1H), 5.85-6.10 (m, 2H), 6.32-6.43
(m, 1H), 7.44-7.54 (m, 3H), 7.72-7.75 (m, 1H), 11.54 (s.1H) ; MS, m/e 570.2 (M+1)+

1H NMR (DMSO-d6) 6 1.15-1.27 (m, 6H), 3.51-3.55 (d, 3H), 3.85-3.96 (m, 2H), 4.00-
4.10(m, 1H), 4.30-4.46 (m, 2H), 5.31-5.39 (m, 1H), 5.89-6.05 (m, 2H), 6.22-6.34 (m,
1H), 7.44-7.60 (m, SH), 7.73-7.77 (m, 1H), 7.93-7.96 (m, 1H), 8.12-8.14 (m,
1H),11.50(s.1H) ; MS, m/e 552.1 (M+1)+

1H NMR (DMS0-d6) 5 1.19 (d, J=22.8 Hz, 3H), 1.69-1.84 (m, 3H), 1.99-2.04 (m, 1H),
3.16-3.21 (m, 2H), 3.58 (s, 3H), 3.68-3.8 (m, 1H), 4.00 (m, 1H), 4.01-4.13 (m, 1H),
4.22-4.25 (m, 1 H), 4.5 (d, T = 11.2 Hz, 1H), 5.54 (d, J = 8.0 Hz, 1H), 5.86 (s, 1H), 5.6
(d,J = 19.6 Hz, 1H), 7.15-7.2 (m, 3H), 7.34 (t, ] = 8.0 Hz, 2H), 7.51 (d, J = 8.0 Hz,
1H), 11.38 (s, 1H) ; MS, m/e 527.93(M+1)+

Atea Pharmaceuticals, Inc.
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Example NMR/MS

1H NMR (DMS0-d6) 3 0.80-0.90 (m, 3H), 1.20-1.35 (m, 8H), 1.48-1.55 (m, 2H),
3.78-3.88 (m, 2H), 3.95-4.08 (m, 3H), 4.22-4.45 (m, 2H), 5.55-5.57(t, 1H), 5.85-6.18
(m, 3H), 7.14-7.23 (m, 3H), 7.35-7.40 (m, 2H), 7.51-7.60 (d, 1H), 11.50 (s.1H) ; MS,
m/e 544.2 (M+1)+

19

1H NMR (DMSO-d6) 6 1.20-1.30 (m, 6H), 3.72-4.05 (m, 3H), 4.23-4.27 (m, 1H),
4.32-4.45 (m, 1H), 5.07-5.10(t, 2H), 5.52-5.56(t , 1H), 5.86-6.10 (m, 2H), 6.13-

6.21(m, 1H), 7.15-7.21 (m, 3H), 7.29-7.40 (m, 7H), 7.51-7.56 (d, LH), 11.50 (s.1H) ;
MS, m/e 578.2 (M1 1)1

20

1H NMR (DMS0-d6) 8 1.28-1.34 (m, 6H), 3.65(d, J= 4 Hz, 3H), 3.85-3.96 (m, 2H),
4.06-4.12 (m, 1H), 4.30-4.34 (m,1H), 4.40-4.47 (m, 1H), 5.62-5.67 (m, 1H), 5.94-
6.01(m, 1H), 6.09 (d, I=18.8 Hz, 1H), 6.17-6.26 (m, 1H), 7.27-7.33(m. 4H), 7.62 (d, J
=7.6 1z, 111), 11.61 (s, 11I) ; MS, m/e 519.94(M+1)+

21

1H NMR (DMSO-d6) 6 1.22-1.28 (m, 6H), 3.58 (d, 2H), 3.70-3.95(m,2H), 3.95-4.08
(m.1H), 4.23-4.45 (m, 2H), 5.55-5.61(t , 1H), 5.85-6.10 (m, 2H), 6.15-6.23(m.1H),

7.20-7.26 (m, 2H), 7.43-7.46 (m, 2H), 7.54-7.57 (d, 1H), 11.50 (s.1H) ; MS, m/e 536.1
(M+1)+

22

1H NMR (DMSO0-d6) 6 1.13 (m, 6H), 3.49 (s, 3H), 3.61-3.85 (m, 2H), 3.90-3.93 (m,
1H), 4.16-4.22 (m, 1H), 4.27-4.31 (m, 1H), 5.47-5.52 (m, 1H), 5.82(d. T = 11.6 Hz,
1H), 5.93(d, J = 19.2 Hz, 1H), 6.15-6.25 (m, 1H), 7.13 (t, J = 9.6 Hz, 1H), 7.43 (d, J =
12Hz, 2H), 7.57 (d, J = 6.0 Hz, 1H), 11.43(s, 1H) ; MS, m/e 569.85 (M+1)+

IH NMR (DMSO0-d6) 3 0.83 (d, J = 6.8 Hz, 6H), 1.20-1.26 (m, 6H), 1.79-1.86 (m, 1H),
3.73-3.90 (m, 4H), 4.01 (t, ] = 11.2 Hz, 1H), 4.21-4.28 (m, 1H), 4.33-4.42 (m, 1H),

24 5.54 (t, ]=7.6 Hz, 1H), 5.85-5.92 (m, 1H), 5.99-6.13 (m, 2H), 7.19 (t, ] = 8 Hz, 3H),
7.36 (t, J= 7.6 Hz, 2H), 7.53 (d, J = 7.6 Hz, 1H), 11.52 (s, 1H) ; MS, m/e 544.00
(M+1)+

1HNMR (DMSO-d6) & 1.13-1.28 (m, 12H), 3.74-3.81 (m, 2H), 3.95-4.08 (m,1H),
25 4.20-4.45 (m, 2H), 4.83-4.87 (m, 1H), 5.52-5.58 (m, 1H), 5.84-6.15 (m, 3H), 7.17-7.23
(m, 3H), 7.35-7.39 (m, 2H), 7.54-7.57 (m, 1H), 11.50 (s.1H) ; MS, m/e 530.2 (M 1)1

1HNMR (400MHz, DMSO): 5 —0.78-0.82 (m, 3H), 1.29-1.47 (i, 8H), 1.49-1.54 (m,
2H), 3.66-3.87 (m, 5H), 3.96-4.02 (m, 3H), 4.21-4.39 (m, 2H), 5.57 (t, J= 12.0Hz, 1H),
5.84-6.05 (m, 3H), 6.90 (dd, J1 =8.0Hz, 12=4.0Hz, 2H), 7.09-7.14 (dd, J1=16.0Hz,
J2=4.0Hz, 2H), 7.55 (d, J=8.0Hz, 1H), 11.48-11.62 (s, 1H)

26

1H NMR (DMSO-d6) 5 1.12-1.28 (m, OH), 3.72-3.94(m,2H) ,3.98-4.10 (m,3H), 4.21-
27 4.42(m,2H), 5.55-5.61 (1, 1H), 5.85-6.20 (m, 3H), 7.18-7.25 (m,4H), 7.55-7.58 (d, 1H),
11.50 (s.1H) ; MS, m/e 533.90 (M+1)+

1H NMR (DMS0-d6) & 1.13-1.30 (m, 12H), 3.74-3.85(m,2H) ,3.98-4.06 (m, 1H), 4.23-
28 4.41(m,2H), 4.83-4.87 (m, 1H), 5.55-5.61 (1, 1H), 5.85-6.12 (m, 3H), 7.18-7.24
(m,A4H), 7.55-7.58 (d, 1H), 11.50 (s.1H) ; MS, m/e 547.91 (M+1)+

1H NMR (DMS0-d6) & 1.10-1.23 (m, 6H), 3.65-3.89(m,3H) ,4.10-4.30 (m,2H), 4.96-
29 5.00(m,2H), 5.46-5.50 (1, 1H), 5.75-5.96 (m, 2H), 6.04-6.12(m, 1H), 7.05-7.11 (m,4H),
7.20-7.24 (d, SH), 7.42-7.45(d,1H), 11.50 (s.1H) ; MS, m/e 595.94 (M+1)+

Atea Pharmaceuticals, Inc.
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Example

30

31

34

35

36

37

38

39

NMR/MS

1HNMR (400MHz, DMSO): 8=1.15-1.27 (m, 12H), 3.71-3.89 (m, 5H), 3.98-4.02 (m,
1H), 4.22-4.25 (m, 1H), 4.33-4.39 (m, 1H), 4.84-4.87 (m, 1H), 5.57 (t, J= 12.0Hz, 1H),
5.91-6.03 (m, 3H), 6.90 (d, J= 8.0Hz, 2H), 7.09-7.14 (m, 2H), 7.55 (d, J= 8.0Hz, 1 1),
11.51 (s, 1H)

1H NMR (DMS0-d6) 5 1.23 (m, 6 H), 3.93-4.00 (m, 3 H), 4.27-4.40 (m, 2H), 5.0(t, J=
7.2 Hz, 2 H), 5.53 (m,1 H), 5.80-6.0(m , 2 H), 6.30(m, 1H), 7.15 (d, J= 2.4 Hz, 1 H),
7.27 (m, 6 H), 7.51 (m, 3 H), 11.5 (5, 1 H) ; MS, m/e 579.87(M+1)+/ 596.78 (M+18)+

1H NMR (DMS0-d6) 5=0.82 (m, 3 H),1.23 (m, 8 H), 1.47 (m, 2 H), 3.86 (m, 2 H),
3.84 (m, 3 H),4.27-4.43 (m, 2H), 5.5 (m, 1 H), 6.02 (m ,2 H), 6.35(m, 1H), 7.44 (m, 3
H), 7.77 (m, 1 H), 11.5 (5, 1 H) ; MS, m/e 611.87(M+1)+

1H NMR (DMSO-d6) 8 1.14-1.27 (m, 12H), 2.17-2.26 (m, 3H), 3.73-3.82 (m, 1H),
3.99-4.02 (m, 1H), 4.23-4.26 (m, 1H), 4.37-4.40 (m, 1H), 4.82-4.88 (m, 1H), 5.52-5.58
(m, 1H), 5.85-6.07 (m, 3H), 7.01-7.20 (m, 4H), 7.55 (d, ] = 16Hz, 1H), 11.51 (s, 1H) ;
MS, m/e 543.98 (M-+1)+; 1108.86 (2M+23)+

1H NMR (DMSO-d6) § 0.82-0.89 (m,3H), 1.20-1.31 (m, 8H), 1.48-1.53 (m,2H), 3.77-
3.90 (m,2H) ,3.95-4.10 (m,3H), 4.21-4.45(m,2H), 5.56-5.61 (1, 1H), 5.83-6.20 (m, 3H),
7.18-7.25 (m,4H), 7.55-7.58 (d, 1H), 11.50 (s.1H) ; MS, m/e 584.1 (M+23)+

1H NMR (DMS0-d6) 81.12-1.31 (m, 9H), 3.77-3.92 (m,2H), 3.95-4.08 (m,3H), 4.21-
4.45(m,2H), 5.56-5.62 (1, 1H), 5.80-6.11 (m, 2H), 6.18-6.33(m,1H), 7.18-7.25 (m,1H),
7.49-7.56 (d, 2H), 7.62-7.67(m,1H), 11.50 (s.1H) ; MS, m/e 606.1 (M+23)+

1HNMR (400MHz, DMSO): 6 =1.12-1.16 (m, 6H), 1.21-1.27 (m, 6H), 3.79-3.85 (m,
2H), 4.00-4.07 (m, 1H), 4.28-4.32 (m, 1H), 4.38-4.43 (m, 1H), 4.83-4.87 (m, 1H), 5.56
(dd, J1=16.0Hz, J2=8.0Hz, 1H), 5.85-6.12 (m, 2H), 6.20-6.33 (m, 1H), 7.19-7.22 (m,
1H), 7.33 (1, J= 16.0Hz, 1H), 7.48-7.55 (m, 3H), 11.55 (s, 11T)

1HNMR(400MHz, DMSO): 3=1.19-1.26 (m, 6H), 3.69-3.70 (s, 3H), 3.87 (m, 2H), 3.99
(m, 1H), 4.20-4.21 (m, 1H), 4.35 (m, 1H), 5.07-5.09 (m, 2H), 5.54 (t, ] = 16.0Hz, 1H),
5.85-5.92 (m, 1H), 6.04-6.10 (m, 2H), 6.86 (d, J= 8.0Hz, 2H), 7.09 (dd, J1=16.0Hz,
J72=4.0Hz, 2H), 7.30-7.34 (m, 5H), 7.53 (s, 1H), 11.52 (s, LH)

1H NMR (DMSO-d6) § 0.79-0.81 (m, 3H), 1.17-1.23 (m, 10H), 3.74-3.81 (m, 2H),
3.04-3.96 (m, 3H), 4.19-4.36 (m, 2H), 5.49-5.54 (m, 1H), 5.87-6.08 (m,3H), 7.14-7.33
(m, 3H), 7.31-7.35 (m, 2H), 7.51 (d, ] — 8Hz, 1H), 11.51 (s, 1H) ; MS, m/e 557.9

(M1 1)1; 1136.88 (2M 123) |

1H NMR (DMS0-d6) 5 1.04-1.19 (m, 12H), 3.76-3.80 (m , 2H), 3.98-4.08 (m, 1H),
4.42-4.42 (m, 2H), 4.82-4.85 (m, 1H), 5.55-5.60 (m, 1H), 5.80-6.20 (m,3H),7.20-7.2
S(m, 2H), 7.43 (d, J = 8.8Hz, 1H), 7.54 (d, ] = 8Hz, 1H), 11.51 (s, 1H) ; MS, mv/e
563.88 (M—1)+; 1148.73 (2M+23)+
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Example NMR/MS

1H NMR (DMSO-d6) 8 0.85 (1, T = 7.2 Hz, 3H), 1.22-1.33 (m, 8H),1.45-1.53 (m, 2H),
3.80-3.87 (m, 2H), 3.96-4.04 (m, 3H), 4.24-4.27 (m, 1H), 4.35-4.39 (m, 1H), 5.56-5.61
(m, 1H), 5.82-6.11 (m, 2H), 6.15-6.18 (m, 1H), 7.20-7.56 (m, 4H), 7.51-7.57 (m.1H)

11.54 (s, 1H); MS, m/e577.95(M+1)+

40

1H NMR (DMSO-d6) & 1.14 (t, T = 7.0Hz, 3H), 1.20-1.28 (m, 6H),3.77-3.88 (m, 2H),
3.99-4.07 (m, 3H), 4.24-4.28 (m, 1H), 4.34-4.43 (m, 1H), 5.56-5.61 (m, 1H), 5.86-6.13
(m, 2H), 6.15-6.24 (m, 1H), 7.20-7.26 (m, 2H), 7.4 (d, ] = 7.6Hz, 2H) , 7.55 (d, T =
7.6Hz, 1H), 11.55 (s, 1H); MS, m/e549.11(M+1)+

41

1H NMR (DMSO-d6)  0.79-0.83 (m, 3H), 1.17-1.28 (m, 8H), 1.45-1.47 (m, 2H), 2.22
(d, T = 2.8Hz, 1H), 3.70-3.90 (m, 2H), 3.95-3.98 (m, 3H), 4.10-4.40 (m, 2H), 5.51 (1,
1H), 5.80-5.90 (m, 1H), 5.95-6.05 (m, 2H), 7.02-7.06 (m, 2H), 7.51 (1, ] = 4.2Hz , 4H),
7.51 (d, 1H), 11.51 (s, LH) ; MS, mfe 557.99(M+1)+; 1136.84(2M+23 )+

42

111 NMR (DMS0-d6) & 1.16-1.24 (m, 611), 2.22 (s, 31I), 3.65-4.03 (m,311), 4.11-4.38
(m, 2H), 5.04-5.05 (m, 2H), 5.48-5.50 (m, 1H), 5.77-5.87 (m,1H),5.90-6.11 (m, 2H),
6.98-7.10 (m, 4H), 7.28-7.32 (m, 5H), 7.50 (t ,1H), 11.48 (s, 1H) ; MS, m/e 592.00
(M+1)+.

1IINMR (DMSO-d6) § 0.70-0.80 (m, 3II), 1.11-1.26 (m, 31I), 1.42-1.61 (m, 2IT),
3.50-3.54 (m, 3H), 3.58-3.80 (m, 2H), 3.91-4.02 (m, 1H), 4.12-4.38 (m, 2H), 5.47-5.52
(m,1H),5.90-6.03 (m, 2H), 7.08-7.16 (m, 3H), 7.26-7.35 (m, 2H),7.48 (1,1H),11.45 (s,
1H) ; MS, m/e 515.95 (M+1)+; 1052.82 (ZM+23)+

44

'HNMR (400MHz, DMSO): & 1.20-1.26 (m, 6H), 3.80-3.93 (m, 2H), 3.98 (s, 1H),
4.25-4.26 (m, 1H), 4.36-4.37 (m, 1H), 5.07 (s, 2H), 5.52-5.55 (m, 1H), 5.86-5.87(m,
1H), 5.98-6.04 (m, 1H), 6.14-6.17 (m, 1H), 7.15-7.20 (m, SH), 7.36 (dd, J = 20.0, 8.0
Hz, 4H), 7.54 (s, 1H), 11.55 (s, 1H)

45

'HNMR (400MHz, DMSO): 8 1.21-1.28 (m, 6H), 3.71-3.88 (m, 1H), 3.91-3.98 (m,
1H), 4.00-4.01 (m, 1H), 4.23-4.27 (m, 1H), 4.35-4.38 (m, 1H), 5.08 (d, J = 4.0Hz, 2H),
5.57 (dd, 7= 12.0, 8.0 Hz, 1H), 5.91 (d, J = 8.0 Hz, 1H), 6.01 (d,.J = 8.0 Hz, 1H),
6.22-6.24 (m, 1), 7.17-7.23 (m, 2H), 7.31-7.40 (m, 7H), 7.53 (s, 1H), 11.50 (s, 1H)

46

"H NMR (DMSO-de) 5 0.80-0.82 (m, 6H), 1.18-1.40 (m, 8H), 1.50-1.58 (m, 1H), 3.71-
3.82 (m, 3H), 3.97-3.4.01 (m, 3H), 4.21-4.40 (m, 2H), 5.30(t, J = 8.6 Hz, 1H), 5.81-
6.10 (m, 3H), 7.15-7.20 {m, 3H), 7.32-7.36 (m, 2H), 7.48 (d, J = 8.4 Hz, 1H), 11.38 (s,
1H) ; MS, m/e 557.98 (M+1)"; 1136.88 (2M+23)"

47

'HNMR (DMSO-ds) 8 1.05-1.37 (m, 6H), 3.71-3.82 (m, 1H), 3.87-4.02 (m, 2H), 4.28-
4.29 (m, 1H),4.36-4.38 (m, 1H),5.04 (d, J = 5.2Hz, 2H), 5.55-5.64 (m, 1H), 5.85-5.94
(m, 1H), 6.00-6.05 (m, 1H), 6.29-6.40 (m, 1H),7.17-7.24 (m, 1H), 7.30-7.41 (m, SH),
7.45-7.58 (m, 2H), 7.61 (d, J = 4.0Hz, 1H), 11.53 (s, 1H); MS, m/e545.80(M+1)";

48
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Example NMR/MS

"HNMR (DMSO-dg) 8 1.18-1.41 (m,  12H), 1.59-1.67 (m, 4H), 3.74-13.80 (m, 1H),
3.96-4.02 (m, 1H), 4.19-4.26 (m, 1H), 4.31-4.39 (m, 1H), 4.60 (s, 1H), 5.52 (1, J = 7.8
Hz, 1H), 5.80-6.09 (m, 3H), 7.15-7.20 (m, 3H), 7.32-7.36 (m, 2H), 7.52 (d, J = 8 Hz,
1H), 11.50 (s, 1H) ; MS, m/e 569.98 (M+1)"; 592.14 (M+23)"

49

1H NMR (DMSO-d6) 6 0.76 (t, ] = 7.2Hz, 3H), 1.10-1.22 (m, 8H), 1.38-1.43 (m, 2H),
3.72-3.75 (m, 2H), 3.87-3.93 (m, 3H), 4.14-4.21 (m, 1H), 4.23-4.33 (m, 1H), 5.46-5.54
(m, 1H), 5.84-6.11 (m, 3H), 7.09-7.14 (m, 2H), 7.27-7.32 (m, 2H), 7.34-7.51 (m, 1H),

11.47 (s, 1H); MS, m/e543.98(M+1)+

50

1H NMR (DMS0-d6) & 1.39 (d, T = 7.2Hz, 6H), 1.19-1.29 (m, 6H), 3.65-3.75 (m, 2H),
3.95-4.05 (m, 1H), 4.20-4.22 (m, 1H), 4.31-4.33 (m, 1H), 4.79-4.82 (m, 1H), 5.48-5.57
(m, 1H), 5.84-5.91 (m, 1H), 5.96-6.07 (m, 2H), 7.12-7.35 (m, SH), 7.44-7.54 (m.1H),
11.49(s, 1H); MS, m/e529.96 (M+1)+

51

"H NMR (DMSO-de) 8 1.18-1.28 (n, 6H), 3.70-3.83 (m, 1H), 3.87-3.94 (m, 1H), 3.99-
4.01 (m, 1H), 4.23-4.26 (m, 1H), 4.33-4.37 (m, 1H), 5.03-5.12 (m, 2H), 5.51-5.59 (m,
1H), 5.87-5.90 (m, 1H), 5.95-6.07 (m, 1H), 6.10-6.27 (m, 1H), 7.15-7.23 (m, 3H), 7.31-
7.38 (m, 7H), 7.47-7.56 {m, 1H), 11.50 (s, 1H); MS, m/e577.99 (M+1)+

52

'HNMR (400MHz, DMSO): 3 0.81-0.86 (m, 3H), 1.21-1.31 (m, 8H), 1.46-1.52 (m,
2H), 3.84-3.90 (m, 2H), 3.97-4.04 (m, 3H), 4.27-4.41 (m, 2H), 5.53-5.58 (m, 1H), 5.82-
5.95 (m, 1H), 5.96-6.10 (m, LH), 6.27-6.31 (m, 1H), 7.19-7.22 (m, 1H), 7.34 (dd, J =
8.0, 4.0 Hz, 1H), 7.47-7.55 (m, 3H), 11.55 (s, 1H)

'HNMR (400MHz, DMSO): 5 1.10-1.14 (m, 6H), 1.20-1.27 (m, 6H), 3.74-3.81 (m,
2H), 3.99-4.01 (m, 1H), 4.21-4.25 (m, 1H), 4.37-4.38 (m, 1H), 4.81-4.85 (m, 1H), 5.58
(dd, J = 8.0, 4.0 Hz, 1H), 5.82-5.95 (m, 1H), 5.96-6.09 (m, 1H), 6.10-6.13 (m, 1H),
7.18 (dd, J =12.0, 8.0 Hz, 2H), 7.53-7.57 (m, 3H), 11.52 (s, 1H)

54
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Preparation of Example 55
Preparation of (S)-2-{[(2R,3R,4R,5R)-5-(6-aminopurin-9-yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -propionic acid
methyl ester), 55.

Scheme
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Preparation of compound (b)

To a solution of compound a (1 g, 2.69 mmol) in anhydrous THF (30 mL) was
added dropwise 1 M solution of LiAl(OBu-#);H in THF (2.69 mL, 2. 69 mmol) at -20 °C.
The reaction mixture was stirred for 2-3 h at the same temperature. EtOAc (100 mL) was
added followed by saturated NH4Cl solution (10 mL) and reaction mixture was slowly
brought to room temperature. Reaction mixture was extracted with EtOAc and washed
with 1N HCl and water. Combined organic phase was evaporated to give 0.8 g of crude

compound b as transparent oil, which was used directly for next reaction.

Atea Pharmaceuticals, Inc.
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Preparation of compound (d)

To a solution of compound b (0.8 g, 2. 1mmol), compound ¢ (0.45 g, 2.5 mmol) and
PhsP (0.56 g, 2.1 mmol) in anhydrous THF (20 mL) under nitrogen atmosphere was
added DEAD (1.8 mL). The reaction mixture was stirred at room temperature overnight.
The reaction solution was concentrated under reduce pressure. The residue was separated
by preparative layer chromatography (hexanes:EtOAc = 3:1) to give crude compound d
(0.8 g). The crude compound d was used to the next step without further purification.
Preparation of compound (e)

Compound d (0.8 g, 1.57 mmol) was dissolved in THF (2 mL) and THF saturated
with ammonia (5 mL) was then added to this solution. The reaction mixture was heated to
90 °C overnight. After 18 hours, the solution was cooled to room temperature by ice
water, then the solvent was removed under reduced pressure and the residue was purified
by column to give compound e (0.75 g) for the next step.

Preparation of compound (f)

Compound e (0.5 g, 1.01 mmol) was dissolved in methanol (2 mL) and methanol
was saturatcd with ammonia (5 mL) was then added to this solution. The reaction mixturc
was stirred at room temperature overnight. After 18 hours, the solvent was removed
under reduced pressure and the residue was purified by column to give crude compound f
(0.15 g) for the next step.

Preparation of compound (i)

A solution of triethylamine (1.07 g, 10.6 mmol) in anhydrous dichloromethane (15
mL) was added dropwise to a solution of compound g (1.16 g, 5.3 mmol) and compound
h (1.31 g, 5.3 mmol) in dichloromethane (10 mL) with vigorous stirring at -78 °C over a
period of 2 hours. After completion of addition, the reaction temperature was allowed to
warm to room temperature gradually and stirred over night. Then the solvent was
removed under vacuum and anhydrous ether 20 mL was added and the precipitated salt
was filtered and the precipitate was washed with ether. The combined organic phase was
concentrated to give the colorless oil of compound i (1.0 g).

Preparation of 55
To a solution of compound j (0.1 g, 0.35 mmol) dissolved in 10 mL of anhydrous

THE, stirred and added 0.4g NMI till the solution became clear, added compound i (0.8 g,
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2.89 mmol) in 10 mL THF dropwise, stirred at r.t. overnight. Checked by LCMS it was
ok, the solvent was evaporated and purified by Pre-HPLC to afford the 53. (25 mg, Yield:

13.6%).

55: '"H NMR (DMSO-ds) & 1.08 (d, J =22.8 Hz, 3H), 1.17-1.24 (m, 3H), 3.50-3.52 (m,

3H), 3.78-3.83 (m, 1H), 4.10-4.13 (m, 1H), 4.24-4.44 (m, 2H), 5.85-5.92 (m, 1H), 6.01-
6.11 (m,1H), 6.2.-6.27 (m, 1H), 7.08-7.19 (m, 4H), 7.31-7.38 (m, 3H), 8.15 (s, 1H), 8.26
(s, IH); MS, m/e 525 (M+1)"

The purification procedure by Pre-HPLC:

Crude products were dissolved in methanol. Injection volumes of these solutions

were 5 mL.

The preparative HPLC system including 2 sets of Gilson 306 pumps, a Gilson 156

UV/Vis detector, a Gilson 215 injector & fraction collector, with Unipoint control

software. A Ymc 25%30%2 mm column was used. The mobile phase was HPLC grade

water (A), and HPLC grade acetonitrile (B). Fractions were collected into 100*15mm

glass tubcs.

HPLC gradient is shown in Table 1. Once the gradient was selected, acetonitrile

solution was injected into HPLC system, and then fractions collected according to UV

peaks. After the separation, each glass tubes were run MS test to collect the desired

compounds. The fractions with target MS were combined in a well-weighted flask. Most

of acetonitrile was removed under reduce pressure and the remaining solution was freeze-

dried to give desired compound.

Table 1:

Preparative HPLC gradient

Time (min) Flow rate (mL/min) | % A % B
0 15 90 10
30 15 60 40

Atea Pharmaceuticals, Inc.
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All the references disclosed in U.S. Provisional application No. 60/909,315, filed
March 30, 2007, are hereby incorporated by reference in the present application so far as
needed to supplement the present disclosure. In the event that the incorporated reference
contains a term that conflicts with a term disclosed herein, the meaning of the term
contained herein controls provided that the overall meaning of the incorporated subject

matter is not lost.

Anti-HCV activity for certain exemplified compounds (28, 36, 39, 53, and 54)
was determined in a manner as disclosed in Example 13 of U.S. Provisional application
No. 60/909,315, filed March 30, 2007, which is incorporated by reference in its entirety,
as cvidenced by the following Table

Logl10
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Logl10
Ex. # Compound Reduction at ECN9[0
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We claim:

1. A compound its stereoisomer, salt, hydrate, solvate, or crystalline form

thereof selected from among

5 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-alanyl phosphate
((S)-2-{[(2R,3R ,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -propionic
acid methyl ester);

6 2'-Dcoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino}-3-methyl-
butyric acid methyl ester;

7 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmecthoxy]-
phosphorylamino } -3-methyl-butyric acid methyl ester);

8 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-alanyl
phosphate (((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester);

9  N"-(V,N-dimethylformamidinyl)-2'-deoxy-2'-fluoro-2'-C-methylcytidine;

10 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-alanyl phosphate
(((S)-2-{[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -propionic acid
methyl ester);

11 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-
yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phosphorylamino}-3-
methyl-butyric acid methyl ester);

12 2'-deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R,3R 4R ,5R)-5-(2-0x0-4-amino-pyrimidin- 1 -yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -3-methyl-butyric
acid methyl ester;

13 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid ethyl ester;

14 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid benzyl ester;

15 {[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -acetic
acid methyl ester;
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16 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester;

17 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen- 1-yloxy)-
phosphorylamino]-propionic acid methyl ester;

18 (S)-1-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphoryl } -
pyrrolidine-2-carboxylic acid methyl ester;

19 (S)-2-{[(2R,3R.,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl ester;

20 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl ester;

21 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid methyl ester;

22 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid mcthyl cster;

23 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R 4R ,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

24 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmcthoxy]-phcnoxy-phosphorylamino } -
propionic acid sec-butyl ester;

25 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

26 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid butyl ester;

27 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid ethyl ester;

28 (S)-2-[[(2R,3R.4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid isopropy! ester;

29 (S)-2-[[(2R,3R.4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino |-propionic acid benzyl ester;

30 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;
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31 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid benzyl ester;

32 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

33 (5)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino }-propionic acid isopropyl ester;

34 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1 -yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid butyl ester;

35 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid ethyl ester;

36 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester;

37 (S)-2-[[(2R,3R.,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid benzyl cster;

38 (5)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid pentyl ester;

39 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmecthoxy]-
phosphorylamino } -propionic acid isopropyl ester;

40 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid butyl ester;

41 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid ethyl ester;

42 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid butyl ester;

43 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo- 3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid benzyl ester;

44 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
butyric acid methyl ester;

45 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 4-fluoro-benzyl ester;
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46 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

47 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 3-methyl-butyl ester;

48 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid ethyl ester;

49 (S)-2-{[(2R.,3R.4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid cyclohexyl ester;

50 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl ester;

51 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid isopropyl ester;

52 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl cster;

53 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

54 (S)-2-{(4-Bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmecthoxy]-
phosphorylamino } -propionic acid isopropyl ester; and

55 (S)-2-{[(2R,3R,4R,5R)-5-(6-aminopurin-9-yl)-4-fluoro-3-hydroxy-4-methyl-
tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino }-propionic acid methyl ester).

2. A composition for the treatment and/or prophylaxis of any of the viral
agents disclosed herein said composition comprising a pharmaceutically acceptable
medium selected from among an excipient, carrier, diluent, or equivalent medium and a
compound, its stereoisomer, salt, hydrate, solvate, or crystalline form thereof, selected

from among

5 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-alanyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -propionic
acid methyl ester);

6 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
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hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino}-3-methyl-
butyric acid methyl ester;

7 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-3-methyl-butyric acid methyl ester);

8 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-alanyl
phosphate (((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester);

9  N*-(N,N-dimethylformamidinyl)-2'-deoxy-2'-fluoro-2'-C-methylcytidine;

10 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-alanyl phosphate
(((S)-2-{[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin- 1 -yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -propionic acid
methyl ester);

11 2'-Deoxy-2"-fluoro-2'-C-methylcytidine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-
yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phosphorylamino} -3-
methyl-butyric acid methyl ester);

12 2'-deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -3-methyl-butyric
acid methyl ester;

13 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid cthyl cster;

14 (S)-2-[[(2R,3R.4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid benzyl ester;

15 {[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino}-acetic
acid methyl ester;

16 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester;

17 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid methyl ester;

18 (S)-1-{[(2R,3R 4R ,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphoryl } -
pyrrolidine-2-carboxylic acid methyl ester;

19 (S)-2-{[(2R,3R 4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl ester;
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20 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl ester;

21 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid methyl ester;

22 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

23 (S)-2-{(3.4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

24 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid sec-butyl ester;

25 (S5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid isopropyl ester;

26 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid butyl cstcr;

27 (S)-2-[[(2R,3R ,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid ethyl ester;

28 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmcthoxy]-(4-fluoro-phcnoxy)-
phosphorylamino]-propionic acid isopropyl ester;

29 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid benzyl ester;

30 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;

31 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid benzyl ester;

32 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

33 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino | -propionic acid isopropyl ester;

34 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid butyl ester;
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35 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid ethyl ester;

36 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester;

37 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid benzyl ester;

38 (S)-2-{[(2R.3R.4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid pentyl ester;

39 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester;

40 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

41 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid cthyl cster;

42 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid butyl ester;

43 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo- 3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmcthoxy]-p-tolyloxy-
phosphorylamino } -propionic acid benzyl ester;

44 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
butyric acid methyl ester;

45 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 4-fluoro-benzyl ester;

46 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

47 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 3-methyl-butyl ester;

48 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid ethyl ester;

49 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid cyclohexyl ester;
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50 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl ester;

51 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

52 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid benzyl ester;

53 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

54 (S)-2-{(4-Bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester; and

55 (S)-2-{[(2R,3R,4R,5R)-5-(6-aminopurin-9-yl)-4-fluoro-3-hydroxy-4-methyl-
tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino }-propionic acid methyl ester).

3. A usc of

a compound, its stereoisomer, salt, hydrate, solvate, or crystalline form thereof,

selected from among

5 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-alanyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -propionic
acid methyl ester);

6 2'-Dcoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -3-methyl-
butyric acid methyl ester;

7 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-3-methyl-butyric acid methyl ester);

8 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-alanyl
phosphate (((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino} -propionic acid methyl ester);

9  N*-(N.N-dimethylformamidinyl)-2'-deoxy-2'-fluoro-2'-C-methylcytidine;

10 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-alanyl phosphate
(((S)-2-{[(2R,3R 4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -propionic acid
methyl ester);
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11 2'-Deoxy-2"-fluoro-2'-C-methylcytidine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-
yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phosphorylamino} -3-
methyl-butyric acid methyl ester);

12 2'-deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -3-methyl-butyric
acid methyl ester;

13 (S)-2-{[(2R,3R 4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid ethyl ester;

14 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid benzyl ester;

15 {[(2R,3R.4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -acetic
acid methyl ester;

16 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester;

17 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid methyl ester;

18 (S)-1-{[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphoryl } -
pyrrolidine-2-carboxylic acid methyl cster;

19 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl ester;

20 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl ester;

21 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid methyl ester;

22 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

23 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

24 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid sec-butyl ester;
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25 (S5)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

26 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid butyl ester;

27 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid ethyl ester;

28 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1 -yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;

29 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid benzyl ester;

30 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;

31 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid benzyl cster;

32 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

33 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmcthoxy]-p-tolyloxy-
phosphorylamino } -propionic acid isopropyl ester;

34 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid butyl ester;

35 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid ethyl ester;

36 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid isopropyl ester;

37 (S)-2-[[(2R,3R.,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid benzyl ester;

38 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid pentyl ester;

39 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid isopropyl ester;
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40 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

41 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid ethyl ester;

42 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid butyl ester;

43 (S)-2-{[(2R.,3R.4R,5R)-5-(2,4-Dioxo- 3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid benzyl ester;

44 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
butyric acid methyl ester;

45 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid 4-fluoro-benzyl ester;

46 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl cstcr;

47 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 3-methyl-butyl ester;

48 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmecthoxy]-
phosphorylamino } -propionic acid ethyl ester;

49 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid cyclohexyl ester;

50 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl ester;

51 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

52 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl ester;

53 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid butyl ester;

54 (S)-2-{(4-Bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester; and
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55 (S)-2-{[(2R,3R,4R,5R)-5-(6-aminopurin-9-yl)-4-fluoro-3-hydroxy-4-methyl-
tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino }-propionic acid methyl ester)

in the manufacture of a medicament for the treatment and/or prophylaxis of any
condition the result of an infection by hepatitis C virus, West Nile virus, yellow fever
virus, dengue virus, rhinovirus, polio virus, hepatitis A virus, bovine viral diarrhea virus

or Japanese encephalitis virus.

4. A method of treatment and/or prophylaxis in a subject in need thereof said
method comprises administering a therapeutically effective amount of a compound, its
stercoisomer, salt, hydrate, solvate, or crystalline form thereof, selected from among

5 2'-Dcoxy-2'-fluoro-2'-C-mcthyluridinc 5'-(phenyl methoxy-alanyl phosphate
((S)-2-{[(2R,3R ,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -propionic
acid methyl ester);

6 2'-Dcoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -3-methyl-
butyric acid methyl ester;

7 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -3-methyl-butyric acid methyl ester);

8 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-alanyl
phosphate (((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester);

9  N*-(N,N-dimethylformamidinyl)-2'-deoxy-2'-fluoro-2'-C-methylcytidine;

10 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-alanyl phosphate)
(((S)-2-{[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -propionic acid
methyl ester);

11 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(4-bromophenyl methoxy-valyl
phosphate) ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-
yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phosphorylamino}-3-
methyl-butyric acid methyl ester);

12 2'-deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-valyl phosphate)
((S)-2-{[(2R,3R 4R ,5R)-5-(2-0x0-4-amino-pyrimidin- 1 -yl )-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -3-methyl-butyric
acid methyl ester;

13 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid ethyl ester;
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14 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid benzyl ester;

15 {[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -acetic
acid methyl ester;

16 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

17 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin- 1 -yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid methyl ester;

18 (S)-1-{[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphoryl } -
pyrrolidine-2-carboxylic acid methyl ester;

19 (S)-2-{[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid butyl ester;

20 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl cster;

21 (S)-2-[[(2R,3R ,4R,5R)-5-(2,4-Diox0o-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid methyl ester;

22 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmecthoxy]-
phosphorylamino } -propionic acid methyl ester;

23 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester;

24 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid sec-butyl ester;

25 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

26 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid butyl ester;

27 (S)-2-[[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino |-propionic acid ethyl ester;

28 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;
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29 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid benzyl ester;

30 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;

31 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid benzyl ester;

32 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

33 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid isopropyl ester;

34 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid butyl ester;

35 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid cthyl cster;

36 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid isopropyl ester;

37 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmethoxy]-(4-mcthoxy-phcnoxy)-
phosphorylamino]-propionic acid benzyl ester;

38 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid pentyl ester;

39 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester;

40 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

41 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid ethyl ester;

42 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino }-propionic acid butyl ester;

43 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo- 3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino }-propionic acid benzyl ester;
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44 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
butyric acid methyl ester;

45 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 4-fluoro-benzyl ester;

46 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

47 (S)-2-{[(2R.,3R4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 3-methyl-butyl ester;

48 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid ethyl ester;

49 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid cyclohexyl ester;

50 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl cstcr;

51 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

52 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmcthoxy]-phcnoxy-phosphorylamino } -
propionic acid benzyl ester;

53 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid butyl ester;

54 (S)-2-{(4-Bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester; and

55 (5)-2-{[(2R,3R,4R,5R)-5-(6-aminopurin-9-yl)-4-fluoro-3-hydroxy-4-methyl-
tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -propionic acid methyl ester).

5. A process for preparing a compound, its stereoisomer, salt, hydrate,
solvate, or crystalline form thereof, selected from among

5 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-alanyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy|-phenoxy-phosphorylamino } -propionic
acid methyl ester);

6 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
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hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino}-3-methyl-
butyric acid methyl ester;

7 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-3-methyl-butyric acid methyl ester);

8 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-alanyl
phosphate (((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester);

10 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-alanyl phosphate)
(((S)-2-{[(2R,3R ,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -propionic acid
methyl ester);

11 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(4-bromophenyl methoxy-valyl
phosphate) ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-
yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phosphorylamino}-3-
methyl-butyric acid methyl ester);

12 2'-deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-valyl phosphate)
((S)-2-{[(2R.,3R 4R ,5R)-5-(2-0x0-4-amino-pyrimidin- 1 -yl)-4-fluoro-3-hydroxy-4-
mcthyl-tctrahydro-furan-2-ylmcthoxy]-phenoxy-phosphorylamino } -3-mcthyl-butyric
acid methyl ester;

13 (S)-2-{[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid ethyl ester;

14 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid benzyl ester;

15 {[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -acetic
acid methyl ester;

16 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

17 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino |-propionic acid methyl ester;

18 (S)-1-{[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphoryl } -
pyrrolidine-2-carboxylic acid methyl ester;

19 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl ester;

20 (S)-2-{[(2R,3R4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl ester;
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21 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid methyl ester;

22 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

23 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

24 (S)-2-{[(2R.3R4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid sec-butyl ester;

25 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

26 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid butyl ester;

27 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid cthyl cster;

28 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Diox0o-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid isopropy! ester;

29 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmcthoxy]-(4-fluoro-phcnoxy)-
phosphorylamino]-propionic acid benzyl ester;

30 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;

31 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid benzyl ester;

32 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

33 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino }-propionic acid isopropyl ester;

34 (S)-2-[[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino|-propionic acid butyl ester;

35 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid ethyl ester;

-28 -
Atea Pharmaceuticals, Inc.
Exhibit 1004 Page 35 of 46



Docket No. 60137.0034USP2

36 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester;

37 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid benzyl ester;

38 (5)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid pentyl ester;

39 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R.,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid isopropyl ester;

40 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid butyl ester;

41 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid ethyl ester;

42 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid butyl cstcr;

43 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Dioxo- 3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid benzyl ester;

44 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmcthoxy]-phcnoxy-phosphorylamino } -
butyric acid methyl ester;

45 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 4-fluoro-benzyl ester;

46 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

47 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 3-methyl-butyl ester;

48 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid ethyl ester;

49 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid cyclohexyl ester;

50 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid butyl ester;
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51 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

52 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl ester;

53 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

54 (S)-2-{(4-Bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid isopropyl ester; and

55 (S)-2-{[(2R,3R,4R,5R)-5-(6-aminopurin-9-yl)-4-fluoro-3-hydroxy-4-methyl-
tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino }-propionic acid methyl ester).

said process comprising:

reacting a substituted phosphochloridate compound 4 with a nucleoside analog S

Rsa R3b /R1
, o
.P—Cl HO Base
NI =
RO R2 HO ¢ Ha
4 5

wherein Base is (2,4-dioxo-3,4-dihydro-2H-pyrimidin-1-yl) for compounds 5-8
and 13-54, (2-oxo0-4-amino-pyrimidin-1-yl) for compounds 10-12, and (6-aminopurin-9-
yl) for compound 55, and

wherein R', R, R*, R3b, and R* are as defined in the following Table for each one

of compounds 5-8 and 10-55.

Compound R R? R® R®» R!

5 Ph H H Me Me
6 Ph H H iPr Me
7 4-Br-Ph H H iPr Me
8 4-Br-Ph H H Me Me
10 Ph H H Me Me
11 4-Br-Ph H H iPr Me
12 Ph H H iPr Me
13 Ph H H Me Et

14 1-Napth H H Mc Bn
15 Ph H H H Me
16 2,4-CI-Ph H H Me Me
17 1-Napth H H Mc Mc
18 Ph * H * Me
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Compound R RZ R®* R R’
19 Ph H H Me n-Bu
20 Ph H H Me Bn
21 4-F-Ph H H Me Mec
22 4-Cl-Ph H H Me Me
23 3,4-C1-Ph H H Me Me
24 Ph H H Mc¢  2-Bu
25 Ph H H Me i-Pr
26 4-MeO-Ph H H Me n-Bu
27 4-F-Ph H H Mc¢ Et
28 4-F-Ph H H Me i-Pr
29 4-F-Ph H H Me Bn
30 4-MeO-Ph H H Me i-Pr
31 2-Cl-Ph H H Me Bn
32 24-C-Phh  H H Me n-Bu
33 4-Me-Ph H H Me i-Pr
34 4-F-Ph H H Me n-Bu
35 3,4-diCI-Ph H H Me Et
36 2-Cl-Ph H H Me i-Pr
37 4-MeO-Ph H H Me Bn
38 Ph H H Me n-Pen
39 4-Cl-Ph H H Me i-Pr
40 4-Cl-Ph H H Me n-Bu
41 4-Cl-Ph H H Me Et
42 4-Me-Ph H H Me n-Bu
43 4-Me-Phe H H Me Bn
44 Ph H H Et Me
45 Ph H H Me 4-F-Bn
46 4-Cl-Ph H H Me n-Bu
47 Ph H H Me 3-Me-1-Bu
48 3,4-diCl-Ph H H Me Bn
49 Ph H H Me c-Hex
50 Ph H Me H 1n-Bu
51 Ph H Me H i-Pr
52 Ph H Me H Bn
53 2-Cl-Ph H H Me nBu
54 4-Br-Ph H H Me i-Pr
55 Ph H H Me Me.

*R* and R*® together are —(CH,);— as derived from L-

proline

6. A product its stereoisomer, salt, hydrate, solvate or crystalline form

thereof, prepared a process comprising:

reacting a substituted phosphochloridate compound 4 with a nucleoside analog 5
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Raa R3b /R1

o
%X (IIE—CI HO/\LZABase
N7l |
I O S
RO ge HO F Gh,
4 5

wherein Base is (2,4-dioxo-3,4-dihydro-2H-pyrimidin-1-yl) for compounds 5-8
and 13-54, (2-oxo0-4-amino-pyrimidin-1-yl) for compounds 10-12, and (6-aminopurin-9-
yl) for compound 55, and

wherein R', R, R*, R3b, and R* are as defined in the following Table for each one

of compounds 5-8 and 10-55.

Compound R R> R®* R R’

5 Ph H H Me Me

6 Ph H H iPr Me

7 4-Br-Ph H H iPr Me

8 4-Br-Ph H H Me Me
10 Ph H H Me Me
11 4-Br-Ph H H iPr Me
12 Ph H H iPr Me
13 Ph H H Me Et

14 1-Napth H H Me Bn
15 Ph H H H Me
16 2,4-C1-Ph H H Me Me
17 1-Napth H H Me Me
18 Ph * H * Me
19 Ph H H Me n-Bu
20 Ph H o Me DBn
21 4-F-Ph H H Me Me
22 4-CI-Ph H H Me Me
23 3,4-C1-Ph H H Me Me
24 Ph H H Me 2-Bu
25 Ph H H Me 1i-Pr
26 4-McO-Ph H H Me n-Bu
27 4-F-Ph H H Me Et
28 4-F-Ph H H Me i-Pr
29 4-F-Ph H H Me Bn
30 4-MeO-Ph H H Me i-Pr
31 2-CI-Ph H H Me Bn
32 2,4-C1-Ph H H Me n-Bu
33 4-Me-Ph H H Me 1-Pr
34 4-F-Ph H H Me n-Bu
35 3,4-diCI-Ph H H Me Et
36 2-CI-Ph H H Me i-Pr
37 4-MeO-Ph H H Me Bn
38 Ph H H Mc¢ n-Pen
39 4-CI-Ph H H Me i-Pr
40 4-CI-Ph H H Me n-Bu
41 4-CI-Ph H H Mc¢ Et

1

2

N
1
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Compound R RZ R®* R R’

42 4-Me-Ph H H Me nBu

43 4-Me-Phe H H Me Bn

44 Ph H H Et Mc

45 Ph H H Me 4-F-Bn

46 4-CI-Ph H H Me n-Bu

47 Ph H H Mc 3-Mc-1-Bu

48 34-diCl-Ph H H Me Bn

49 Ph H H Me c-Hex

50 Ph H Mc H 1n-Bu

51 Ph H Me H iPr

52 Ph H M™Me H Bn

53 2-Cl-Ph H H Me nBu

54 4-Br-Ph H H Me iPr

55 Ph H H Me Me.
*R? and R* together are —(CH,)s— as derived from L-
proline

wherein the product comprises a compound, its stercoisomer, salt, hydrate,
solvate, or crystalline form thercof, selected from among

5 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-alanyl phosphate
((S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino}-propionic
acid methyl ester);

6 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(phenyl methoxy-valyl phosphate
((S)-2-{[(2R.,3R,4R,5R)-5-(2,4-Dioxo0-3.4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-mcthyl-tctrahydro-furan-2-ylmethoxy]-phcnoxy-phosphorylamino} -3-methyl-
butyric acid methyl ester;

7 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-valyl
phosphate ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-3-mcthyl-butyric acid mecthyl cster),

8 2'-Deoxy-2'-fluoro-2'-C-methyluridine 5'-(4-bromophenyl methoxy-alanyl
phosphate (((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester);

10 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-alanyl phosphate)
(((S)-2-{[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-
methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -propionic acid
methyl ester);

11 2'-Deoxy-2'-fluoro-2'-C-methylcytidine 5'-(4-bromophenyl methoxy-valyl
phosphate) ((S)-2-{(4-bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2-0x0-4-amino-pyrimidin-1-
yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phosphorylamino } -3-
methyl-butyric acid methyl ester);

12 2'-deoxy-2'-fluoro-2'-C-methylcytidine 5'-(phenyl methoxy-valyl phosphate)
((S)-2-{[(2R,3R 4R ,5R)-5-(2-0x0-4-amino-pyrimidin- 1 -yl)-4-fluoro-3-hydroxy-4-
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methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -3-methyl-butyric
acid methyl ester;

13 (S)-2-{[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid ethyl ester;

14 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid benzyl ester;

15 {[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-fluoro-3-
hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -acetic
acid methyl ester;

16 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid methyl ester;

17 (S)-2-[[(2R.,3R.,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(naphthalen-1-yloxy)-
phosphorylamino]-propionic acid methyl ester;

18 (S)-1-{[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphoryl } -
pyrrolidine-2-carboxylic acid methyl ester;

19 (S)-2-{[(2R,3R 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid butyl ester;

20 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl cster;

21 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid methyl ester;

22 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester;

23 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid methyl ester;

24 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid sec-butyl ester;

25 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

26 (S)-2-[[(2R,3R.,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid butyl ester;
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27 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid ethyl ester;

28 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;

29 (S)-2-[[(2R,3R . 4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid benzyl ester;

30 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1 -yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid isopropyl ester;

31 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid benzyl ester;

32 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

33 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino }-propionic acid isopropyl cstcr;

34 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-fluoro-phenoxy)-
phosphorylamino]-propionic acid butyl ester;

35 (S)-2-{(3,4-Dichloro-phenoxy)-[(2R,3R ,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmecthoxy]-
phosphorylamino } -propionic acid ethyl ester;

36 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid isopropyl ester;

37 (S)-2-[[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-(4-methoxy-phenoxy)-
phosphorylamino]-propionic acid benzyl ester;

38 (5)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid pentyl ester;

39 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid isopropyl ester;

40 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid butyl ester;

41 (S)-2-{(4-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid ethyl ester;
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42 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino } -propionic acid butyl ester;

43 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo- 3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-p-tolyloxy-
phosphorylamino }-propionic acid benzyl ester;

44 (S)-2-{[(2R,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
butyric acid methyl ester;

45 (S)-2-{[(2R.,3R 4R ,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin- 1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid 4-fluoro-benzyl ester;

46 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid butyl ester;

47 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino} -
propionic acid 3-methyl-butyl ester;

48 (S)-2-{(2,4-Dichloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid cthyl cster;

49 (S)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid cyclohexyl ester;

50 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Diox0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-mcthyl-tctrahydro-furan-2-ylmcthoxy]-phcnoxy-phosphorylamino } -
propionic acid butyl ester;

51 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid isopropyl ester;

52 (R)-2-{[(2R,3R,4R,5R)-5-(2,4-Dioxo0-3,4-dihydro-2H-pyrimidin-1-yl)-4-
fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -
propionic acid benzyl ester;

53 (S)-2-{(2-Chloro-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino } -propionic acid butyl ester;

54 (S)-2-{(4-Bromo-phenoxy)-[(2R,3R,4R,5R)-5-(2,4-diox0-3,4-dihydro-2H-
pyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydro-furan-2-ylmethoxy]-
phosphorylamino }-propionic acid isopropyl ester; and

55 (S)-2-{[(2R,3R,4R,5R)-5-(6-aminopurin-9-yl)-4-fluoro-3-hydroxy-4-methyl-
tetrahydro-furan-2-ylmethoxy]-phenoxy-phosphorylamino } -propionic acid methyl ester).
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ABSTRACT

Disclosed herein are phosphoramidate prodrugs of nucleoside derivatives for the
treatment of viral infections in mammals, which is a compound, its stereoisomer, salt
(acid or basic addition salt), hydrate, solvate, or crystalline form thereof, represented by

the following structure:

Also disclosed arc mcthods of trecatment, uscs, and proccesscs for preparing cach of which

utilize the compound represented by the structure above.
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