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AMENDMENT AND RESPONSE TO NON-FINAL OFFICE ACTION 

Dear Commissioner: 

This paper responds to the Non-Final Office Action mailed October 7, 2025, the time 

period for response set for January 7, 2026. With payment of a 3-month extension of time, 

extending the period for response to April 7, 2026, this response is timely filed. Applicant 

respectfully requests reconsideration of the above-referenced application in view of the 

following amendments and remarks. 

A Petition for Extension of Time is requested for a reply and the fee set forth under 

37 C.F.R. §1.17(a)(3) is electronically submitted herewith. 

Amendments to the Claims begin on page J of this paper. 

Remarks begin on page .1 of this paper. 

Conclusion begins on page~ of this paper. 
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Application No. 18/438,060 
Office Action Mailed October 7, 2025 
Amendment dated: April 3, 2026 

Listing of the Claims 

1.-105. (Canceled) 

AMENDMENTS TO THE CLAIMS 

106. (Currently Amended) A method of treating congenital adrenal hyperplasia (CAH) in a 

subject, comprising administering to the subject a therapeutically effective amount of (S)-4-(2-

chloro-4-methoxy-5-methylphenyl)-N-(2-cyclopropyl-1-(3-fluoro-4-methylphenyl)ethyl)-5-

methyl-N-(prop-2-yn-l-yl)thiazol-2-amine (SSR125543) or salt thereof, at a frequency of at least 

twice per day, and a steroid or a pharmaceutically acceptable salt thereof, wherein the steroid 

glucocorticoid or pharmaceutically acceptable salt thereof is administered at a reduced dosage 

compared to a dosage of steroid the glucocorticoid or a pharmaceutically acceptable salt thereof 

administered alone, wherein the reduced dosage is in a 5 mg increment hydrocortisone 

equivalent, wherein the subject has a level of androstenedione (A4) that is less than two times an 

upper limit of a reference range of A4 and a level of adrenocorticotropic hormone (ACTH) that 

is less than two times an upper limit of a reference range of ACTH. 

107. (Currently Amended) The method of claim 106, wherein the SSR125543 or salt thereof, 

and the steroid glucocorticoid or pharmaceutically acceptable salt thereof are administered 

sequentially within 10 minutes to within about 24 hours. 

108. (Previously Presented) The method of claim 106, wherein the CAH is non-classic CAH. 

109. (Previously Presented) The method of claim 106, wherein the CAH is classic CAH. 

110. (Cancelled) 

111. (Currently Amended) The method of claim 110 claim 106, wherein the glucocorticoid 

or a pharmaceutically acceptable salt thereof, is prednisone, cortisone, prednisolone, 

triamcinolone, methylprednisolone, betamethasone, dexamethasone, hydrocortisone or a 

pharmaceutically acceptable salt thereof. 

112. (Cancelled) 

113. (Cancelled) 

114. (Cancelled) 

115. (Cancelled) 

116. (Cancelled) 
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Application No. 18/438,060 
Office Action Mailed October 7, 2025 
Amendment dated: April 3, 2026 

117. (Previously Presented) The method of claim 112, wherein levels of the steroid hormone 

in the subject is determined from a biological sample from the subject. 

118. (Previously Presented) The method of claim 117, wherein the biological sample is 

selected from the group of blood, blood fractions, plasma, serum, and saliva. 

119. (Previously Presented) The method of claim 106, wherein the SSR125543 or salt 

thereof, is administered in a dose of about 50 mg to about 200 mg total daily dose to the subject. 

120. (Previously Presented) The method of claim 106, wherein the SSR125543 or salt 

thereof, is administered in a dose of about 200 mg total daily dose to the subject. 

121. (Previously Presented) The method of claim 106, wherein the SSR125543 or salt 

thereof, is administered in a dose of about 100 mg total daily dose to the subject. 

122. (Currently Amended) The method of claim 106, wherein the SSR125543 or salt thereof, 

is in the form of microparticles a tablet or capsule. 

123. (Previously Presented) The method of claim 106, wherein the subject is tested to 

determine morning levels of A4 and ACTH. 

124. (Previously Presented) The method of claim 106, wherein the subject is an adult patient. 

125. (Previously Presented) The method of claim 106, wherein the subject is a pediatric 

patient. 

126. (New) The method of claim 106, wherein the subject is in a fed state. 

127. (New) The method of claim 106, wherein the reference range of ACTH is about 7 to 63.3 

pg/mL. 

128. (New) The method of claim 106, wherein the reference range of A4 is about 50 to 220 

ng/dL, about 40 to 190 ng/dL, about 51 to 213 ng/dL, about 73 to 230 ng/dL, about 73 to 184 

ng/dL, or about 20 to 75 ng/dL. 

129. (New) The method of claim 111, wherein the glucocorticoid is hydrocortisone. 
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Application No. 18/438,060 
Office Action Mailed October 7, 2025 
Amendment dated: April 3, 2026 

REMARKS 

Claims 106-125 were pending prior to entry of the amendments presented in this 

response. Claims 106, 107, 111, and 122 have been amended herein. New claims 126-128 have 

been added. These amendments are fully supported by the application as originally filed. No 

new matter is added by the amendments made herein. Claims 110 and 112-116 are herein 

canceled without prejudice or disclaimer of its subject matter. Applicant reserves the right to 

pursue the subject matter deleted from the pending or canceled claims in this or any other 

appropriate patent application. Accordingly, upon entry of the proposed amendments, claims 

106-109, 111, and 117-128 will be under examination. 

The listing of claims provided herein will replace all prior versions and listings of claims 

in this application. Reconsideration and allowance are respectfully requested in light of the 

abovementioned amendments and the following remarks. 

Claim Reiections Under 35 U.S.C. § 112(a) 

Claims 106-125 are rejected under 35 U.S.C. § l 12(a). 

The Office alleges that the specification does not reasonably provide enablement for the 

full scope of the claimed method, citing that the claimed method "would entail 5 mg reductions 

of any steroid with concomitant CRFl antagonist therapy." (Office Action, Page 3). 

Without acquiescing to the basis of the rejection, and solely to advance the application to 

allowance, Applicant has amended the independent claim to recite in part: 

" ... wherein the steroid glucocorticoid or pharmaceutically acceptable salt thereof is 

administered at a reduced dosage compared to a dosage of steroid the glucocorticoid or a 

pharmaceutically acceptable salt thereof administered alone, wherein the reduced dosage 

is in a 5 mg increment hydrocortisone equivalent ... " 

Applicant submits the presently amended claims are enabled by the specification and that 

a person of skill in the art can make and use the invention without undue experimentation. Only 

"reasonable detail must be provided in order to enable members of the public to understand and 
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Application No. 18/438,060 
Office Action Mailed October 7, 2025 
Amendment dated: April 3, 2026 

carry out the invention." Genentech, Inc. v. Novo NordiskAIS, 108 F.3d 1361, 1365 (Fed. Cir. 

1997). 

Glucocorticoid therapy is a known treatment option for patients with CAH. The 

specification explains that treatment of CAH is based on normalization of hormone and steroid 

levels and that glucocorticoids are the current standard treatment (para. [0051 ]). The 

specification provides an exemplary embodiment of specific glucocorticoids, which includes 

prednisone, cortisone, prednisolone, triamcinolone, methylprednisolone, betamethasone, 

dexamethasone, and hydrocortisone (para. [0032]). A person of skill in the art would understand 

that the potency and duration of action of different glucocorticoids can vary and that a dosage 

conversion may be necessary to convert between doses of different glucocorticoids (para. 

[0068]). A person of skill in the art could readily convert dose reductions among different 

glucocorticoids based on a reference value of a 5 mg hydrocortisone equivalent, and this would 

not amount to undue experimentation. 

CRF1 antagonists are a well-known class of compounds. The specification describes a 

working example of a clinical trial for subjects with CAH that are administered different doses of 

a CRF1 antagonist while on a stable glucocorticoid regimen is described in Example 1. The 

specification provides representative examples of CRF1 antagonists, reciting over 10 specific 

compounds, including the instantly claimed SSR125543 (see, e.g., para. [0071]-[0072] and 

[00104]-[00106]). 

Applicant respectfully requests withdrawal of the rejection under 35 U.S.C. §l 12(a). 

Claim Reiections Under 35 U.S.C. §102 

Claims 106-111, 119-121 and 124-125 is/are rejected under 35 U.S.C. 102(a)(l) as being 

anticipated by Grigoriadis (aka US 877) (U.S. 2017/0020877). Without acquiescing to the basis 

of the rejection, and solely to advance the application to allowance, Applicant has amended 

claim 106 to incorporate the limitations of dependent claim 116, which was not rejected under 35 

U.S.C. §102. Applicant respectfully requests withdrawal of the rejection under 35 U.S.C. §102. 
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Application No. 18/438,060 
Office Action Mailed October 7, 2025 
Amendment dated: April 3, 2026 

Claim Reiections Under 35 U.S.C. §103 

Claims 106-121 and 123-125 are rejected under 35 U.S.C. 103 as being unpatentable over 

Grigoriadis (aka US 877) (US20170020877). Claims 106-125 are rejected under 35 U.S.C. 103 

as being unpatentable over Grigoriadis (aka US 877) (US20170020877) in view of Dhoot et al 

(aka US 623) (US 2006/0078623 Al). 

To establish a primafacie case of obviousness, the cited references must provide all 

elements and limitations of the claims with a motivation to modify or combine the references 

with a reasonable expectation of success. 

Grigoriadis, alone or in combination with Dhoot, does not provide all the limitations of 

claims. The claims recite administration of SSR125543 "at a frequency of at least twice per day". 

Grigoriadis does not disclose dosing twice per day or more than twice per day. As the Office 

recognized, Grigoriadis also does not disclose that the monitored A4 and ACTH levels of the 

subject are less than two times an upper limit of a reference range of A4 and ACTH (Office 

Action, Page 16). The deficiencies of Grigoriadis are not cured by Dhoot, which describes 

microparticle and nanoparticle pharmaceutical formulations. Dhoot does not disclose the claimed 

dosing frequency or levels of A4 and ACTH in the subject, let alone treatment of CAH with a 

CRF1 antagonist. By failing to provide all elements and limitations of the claims as amended 

herewith, a prima facie case of obviousness has not been established. 

Example I of the present application identifies distinct subgroups of CAH patients based 

on levels of A4 and ACTH. In defining subgroups based on levels of A4 and ACTH, "the 

inclusion of 17-OHP as an input occluded the identification of clear subgroups which was non­

obvious" (specification para. [0191], emphasis added). Different therapeutic outcomes among 

subgroups based on levels of A4 and ACTH were observed. FIGS. 2-4 of the present application 

show differences in biomarker levels following administration with a CRF1 antagonist between a 

treatment group having highly elevated ACTH and A4 levels ("poor disease control") and a 

treatment group having ACTH and A4 levels that are near normal or below ("good disease 

control"). Both groups had elevated 17-OHP. Levels of ACTH, 17-OHP, and A4 were assessed 

overnight from 10 pm to 8 am in non-dexamethasone subjects. Patients with highly elevated 

levels of A4 and ACTH at baseline ("poor control") showed reduction in ACTH, 17-OHP, and 
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Amendment dated: April 3, 2026 

A4 levels (Figure 2A, 3A, and 4A) throughout the overnight period. Patients with normal or near 

normal levels of A4 and ACTH at baseline ("good control") did not exhibit meaningful reduction 

of levels of ACTH and A4 (Figure 2B and 4B) and exhibited only a modest reduction in levels of 

17-OHP (Figure 3B). This data shows that administration of a CRF1 antagonist to patients with 

highly elevated levels of A4 and ACTH does not necessarily result in the same therapeutic 

outcome as patients with normal or near-normal levels of A4 and ACTH. As described in the 

application, subgroups based on A4 and ACTH "provide a basis for different, yet sequential 

methods of treatment." Example 3 of the instant application describes a prophetic study to assess 

the impact of reduction of glucocorticoid dose to subjects in one of these subgroups. For at least 

the reasons described above, Applicant respectfully requests withdrawal of the rejection under 35 

U.S.C. §103. 
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Application No. 18/438,060 
Office Action Mailed October 7, 2025 
Amendment dated: April 3, 2026 

CONCLUSION 

In light of the remarks set forth above, Applicant believes that the pending claims are 

under condition for allowance. Applicant respectfully solicits the Examiner to expedite the 

prosecution of this patent application to issuance. Should the Examiner have any questions, the 

Examiner is encouraged to telephone the undersigned at (212) 453-2852 

The Commissioner is authorized to charge any underpayment or credit any overpayment 

to Deposit account No. 23-2415 (Attorney Docket No. 50535-716.302). 

Respectfully submitted, 

Date: April 3, 2026 By: /Kaia R. Parenti/ 

WILSON SONSINI GOODRICH & ROSATI 
650 Page Mill Road 
Palo Alto, CA 94304-1050 
Phone: (650) 493-9300 
Customer No. 21971 
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