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Abstract
Purpose Results are presented from 2 to 3 trials investigating oral octreotide capsules (OOC) as an alternative to injectable 
somatostatin receptor ligands (iSRLs) in the treatment of acromegaly.
Methods CH-ACM-01 was an open-label trial (N = 155) and CHIASMA OPTIMAL was a double-blind placebo-controlled 
(DPC) trial (N = 56), both investigating OOC as maintenance therapy for patients with acromegaly who were biochemical 
responders receiving iSRLs.
Results Baseline characteristics in both trials reflected those expected of patients with acromegaly responding to treatment 
and were similar between trials, despite differences in inclusion criteria. OOC demonstrated a consistent degree of biochemi-
cal response across trials, with 65% of patients in CH-ACM-01 maintaining response during the core period and 64% of 
patients in CHIASMA OPTIMAL at the end of the DPC. Mean insulin-like growth factor I (IGF-I) levels remained within 
inclusion criteria at the end of treatment in both trials. Of 110 patients entering the fixed-dose phase in CH-ACM-01, 80% 
maintained or improved acromegaly symptoms from baseline to the end of treatment. Over 85% of patients in both trials 
elected to continue into the extension phases. OOC were found to be well tolerated across both trials, and no dose-related 
adverse events were observed.
Conclusions OOC demonstrated remarkably consistent results for biochemical response, durability of response, and prefer-
ence to continue with oral treatment across these 2 complementary landmark phase 3 trials, despite differences in the design 
of each.
Trial registration NCT03252353 (August 2017), NCT01412424 (August 2011).
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Introduction

Acromegaly is characterized by excessive circulating lev-
els of growth hormone (GH) and insulin-like growth factor 
I (IGF-I), usually resulting from a GH-secreting pituitary 
adenoma [1–5]. Treatment for acromegaly is aimed at nor-
malizing GH and IGF-I levels, shrinking tumors, ameliora-
tion of symptoms, improving quality of life, and reducing 
mortality with as few side effects as possible [1, 6, 7]. 
Pituitary surgery is the primary therapy for most patients 
with acromegaly [1, 2]. For patients unwilling or unable to 
undergo surgery, or in patients with persistent or recurrent 
disease, medical therapy is indicated [2, 8, 9]. Medical 
therapy includes somatostatin receptor ligands (SRLs), 
GH receptor antagonists, and dopamine agonists in single 
or combination therapy [10, 11]. Long-acting injectable 
SRLs (iSRLs) are a cornerstone of medical treatment in 
acromegaly and have demonstrated efficacy in attenuat-
ing serum GH and IGF-I levels, reducing tumor size, and 
improving symptoms [12]. However, only 56% of patients 
expressed satisfaction with current injectable treatments 
in 1 study [13]. Patients receiving iSRLs through deep 
tissue injection often report injection site pain, nodules, 
bruising, inflammation, and scarring as well as anxiety, 
frustration, and loss of independence. Additionally, many 
patients report missing work in order to receive injections 
and worsening of symptoms toward the end of the dosing 
interval [5, 9]. The Acromegaly Treatment Satisfaction 
Questionnaire (Acro-TSQ) is a scale that was developed 
to provide a complete assessment of the disease and treat-
ment burdens associated with acromegaly and for tracking 
the overall efficacy and unmet needs of new treatments for 
patients with acromegaly [9, 14]. In 1 analysis employing 
the Acro-TSQ, two-thirds of patients who were biochemi-
cally responding to iSRLs reported ongoing acromegaly 
symptoms, with > 80% experiencing those symptoms all 
the time [15]. Avoiding injections, potentially by substitut-
ing an oral formulation, was mentioned as a top preference 
for new acromegaly treatments among 85% of respondents 
[13].

To address the patient burden associated with iSRLs, 
an oral formulation of octreotide has been developed. Oral 
octreotide capsules (OOC) combine octreotide with pro-
prietary excipients (Transient Permeability Enhancer®) 
to form an oily suspension of hydrophilic particles in a 
lipophilic medium [16, 17]. OOC are the first approved 
oral SRL for acromegaly in the United States and are indi-
cated for long-term maintenance treatment in patients with 
acromegaly who have responded to and tolerated treat-
ment with octreotide or lanreotide. Results of 2 comple-
mentary but distinct phase 3 multicenter trials examining 
the safety and efficacy of OOC have been reported. The 

first (CH-ACM-01) was an open-label, dose titration trial 
that included a large number of patients with acromegaly 
who were previously receiving iSRLs; the results from 
that trial have been reported previously [18]. The second 
trial, OOC-ACM-303 (CHIASMA OPTIMAL), was a ran-
domized, double-blind, placebo-controlled (DPC) trial that 
served as the basis for US Food and Drug Administration 
approval of OOC as a long-term maintenance treatment 
in patients with acromegaly in whom prior treatment with 
SRLs has been shown to be effective and tolerated [19]. 
The objective of this report is to provide a more com-
plete understanding of the safety and efficacy of OOC in 
patients with acromegaly, by comparing and contrasting 
the results obtained from the above trials with different 
designs.

Comparison of methods

  Key differences in the 2 previously described protocols [18, 
19] are summarized in Table 1. The CHIASMA OPTIMAL 
trial required a more stringent inclusion cutoff for IGF-I 
(≤ 1.0 × upper limit of normal [ULN]), and the CHIASMA 
OPTIMAL trial included a placebo arm. The CH-ACM-01 
trial had an inclusion cutoff of IGF-I < 1.3 × ULN and was 
open label. Primary endpoints varied, with both reflecting 
the different levels of biochemical response for entry crite-
ria, as measured by IGF-I levels, with CHIASMA OPTI-
MAL using an average of 2 visits compared to a single meas-
urement for the CH-ACM-01. The timing of baseline IGF-I 
measurements related to last dose of iSRL varied between 
the 2 trials, with the baseline measurement taken within 4 
weeks of the last SRL injection for CH-ACM-01, and the 
baseline measurements being taken between 4 and 8 weeks 
from the last injection based on the prior iSRL dosing inter-
val for a given patient for CHIASMA OPTIMAL (Fig. 1; 
Table 1). The imputation methods also differed between the 
2 trials; CH-ACM-01 used last observation carried forward 
(LOCF), and CHIASMA OPTIMAL trial used worst obser-
vation carried forward (WOCF), or nonresponse imputa-
tion in the analysis of the primary endpoint (i.e., any patient 
who did not complete the full 9 months of treatment was 
considered a treatment failure regardless of the reason). For 
assessment of acromegaly symptom-related data, the Acro-
megaly Index of Severity (AIS) was used for CH-ACM-01, 
while for CHIASMA OPTIMAL, new or worsening signs 
and/or symptoms of acromegaly were monitored via adverse 
event (AE) reporting of AEs of special interest (AESIs; such 
as headache, perspiration, joint pain, fatigue, and soft tis-
sue swelling, increases in blood pressure, and increases or 
decreases in blood sugar).
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Both trials had an optional extension phase. There were 
no dose restrictions for continuation into the 6-month exten-
sion period in CH-ACM-01. In CHIASMA OPTIMAL, 
patients could enter the open-label extension (OLE) if they 
completed 36 weeks on oral treatment (oral or placebo) or if 
they met the predefined withdrawal criteria (i.e., IGF-I ≥ 1.3 
× ULN and exacerbation of acromegaly clinical signs or 
symptoms). Upon entering the OLE phase, the starting dose 
for all patients was 60 mg and was titrated based on IGF-I 
levels and/or signs and symptoms of acromegaly.

Results

  A total of 235 individuals were screened for CH-ACM-01, 
of whom 80 (34%) failed screening and 155 were enrolled. 
For CHIASMA OPTIMAL, 119 individuals were screened; 
63 (53%) failed screening and 56 of were enrolled into the 

trial, 28 of whom were randomized to OOC. Baseline char-
acteristics are described in Table 2. The baseline disease 
characteristics of patients enrolled in both trials were very 
similar despite the difference in biochemical values due 
to varying inclusion criteria (IGF-I < 1.3 × ULN for the 
CH-ACM-01 trial and IGF-I ≤ 1.0 × ULN for CHIASMA 
OPTIMAL).

For both trials, > 80% of patients reported active acro-
megaly symptoms at baseline despite long-term treatment 
with iSRLs (injectable long-acting forms of either octreotide 
or lanreotide) [18, 19]. In CH-ACM-01, at baseline, 81% 
of patients reported ≥ 1 acromegaly symptom, 61% had ≥ 2, 
and 43% had ≥ 3 (Table 2). In the OOC group of CHIASMA 
OPTIMAL, at baseline, 82% of patients had ≥ 1 symptom, 
64% had ≥ 2, and 36% had ≥ 3. For the placebo group, 86% 
had ≥ 1 symptom, 68% had ≥ 2, and 50% had ≥ 3 (Table 2).

Eligibility in the CH-ACM-01 trial was based on a 
screening visit prior to the baseline visit, and for CHIASMA 

Fig. 1  Study design for phase 3 trials. The trial design for CH-
ACM-01 (a) was open label and included an optional extension 
period while CHIASMA OPTIMAL (b) was DPC with an OLE. 

DPC  double-blind, placebo controlled, OLE  open-label extension, 
OOC oral octreotide capsules, SRL somatostatin receptor ligand
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OPTIMAL, baseline IGF-I values were derived as an aver-
age of the second screening value and the baseline visit. 
Of interest, some patients had lost biochemical response 
between screening and the baseline visit in both trials: 12% 
of patients in CH-ACM-01 and 11% of patients in CHI-
ASMA OPTIMAL no longer had IGF-I levels below the 
screening cutoff, suggesting variability in IGF-I levels in 
patients with biochemically controlled acromegaly (Table 2).

Efficacy of OOC

Both trials demonstrated the effectiveness of OOC in all pre-
specified analyses. Using LOCF imputation, 65% of patients 
in the CH-ACM-01 trial maintained response during the core 
phase (response defined as IGF-I ≤ 1.3 × ULN), and 64% of 
patients in the OOC group of the CHIASMA OPTIMAL 
trial maintained response at the end of the DPC period 
(response defined as IGF-I ≤ 1.0 × ULN). Using the WOCF 
imputation, maintenance of response was 53 and 58% in 
the CH-ACM-01 and CHIASMA OPTIMAL trials, respec-
tively (Table 3) [18, 19]. More than 85% (86 and 90% in 
the CH-ACM-01 and CHIASMA OPTIMAL trials, respec-
tively) of the patients enrolled in the extension phases of 
each trial. Efficacy outcomes of the OOC treatment arms of 
CH-ACM-01 and CHIASMA OPTIMAL trials are summa-
rized in Table 3. Efficacy outcome data for the CHIASMA 
OPTIMAL placebo group were reported previously [19].

Post hoc analysis using longitudinal IGF-I and GH meas-
urements were used to provide a time-weighted average 
(TWA) that included all measurements for CH-ACM-01. 
TWA is an integrated measure of response over the entirety 
of the treatment period, which is more clinically relevant 
because fluctuations of IGF-I (± 30%) are common [20–22]. 
Single timepoint responder analyses have limited utility in 
quantifying durability of response [23, 24]. Of the patients 
who entered the fixed-dose period, 80% completed the core 
period and were responders using TWA, in comparison to 
75% using endpoint analysis. Additionally, 95% of patients 
maintained response throughout the extension period using 
TWA analysis versus 85% using endpoint analysis.

Outcomes by prior injectable dose

In CH-ACM-01, patients previously treated with low-mid 
doses versus high doses (dosing; Table 2) of long-acting 
SRLs had a 71.6 and 55.6% response rate at the end of treat-
ment, respectively, but a formal between-group comparison 
was not performed. In CHIASMA OPTIMAL, maintenance 
of response was observed in 66.7% (4/6) of patients pre-
viously receiving low doses of iSRLs and 54.5% (12/22) 
of patients on medium-high injected doses. The treatment 
effect in CHIASMA OPTIMAL was consistent irrespective 
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of prior dose of iSRL (odds ratio, 5.4 in low dose; 5.9 in 
medium-high dose).

  Responders during the core treatment period of CH-
ACM-01 (n = 82) had final OOC doses of 40 mg (n = 48), 
60 mg (n = 19), and 80 mg (n = 15). Breakdown by prior 
iSRL dose did not indicate a clear relationship with OOC 
dose in CH-ACM-01 (Fig. 2). This was not assessed in CHI-
ASMA OPTIMAL because it is difficult to extrapolate dose 
correlations from CHIASMA OPTIMAL in the same man-
ner as CH-ACM-01 owing to the limited sample size.

Acromegaly symptoms

80% of patients entering the fixed-dose phase improved 
or maintained acromegaly symptoms (36% maintained; 
44% improved) at the end of the CH-ACM-01 trial. At the 
end of treatment, 80% of patients reported ≥ 1 acromegaly 

symptom, 56% had ≥ 2, and 38% had ≥ 3. Acromegaly symp-
toms were not an efficacy endpoint for the CHIASMA OPTI-
MAL trial; however, AESIs were observed more frequently 
in patients receiving placebo than those receiving OOC 
(92.9% vs. 53.6%), indicating the emergence of acromegaly 
signs and symptoms while off treatment. The most common 
AESIs observed were arthralgia, hyperhidrosis, fatigue, car-
pal tunnel syndrome, and headache.

Safety

Adverse events were consistent with the well-established AE 
profile of iSRLs (Table 4). In the CH-ACM-01 trial, com-
monly reported AEs included gastrointestinal (e.g., nausea, 
diarrhea, dyspepsia, abdominal pain/distension, flatulence, 
vomiting), neurological (e.g., headache, dizziness), and mus-
culoskeletal events (e.g., arthralgia, back pain) [18]. In the 

Table 2  Baseline characteristics 
of CH-ACM-01 and CHIASMA 
OPTIMAL trials

BMI  body mass index, GH  growth hormone, IGF-I  insulin-like growth factor I, NC  not calculated, 
OOC oral octreotide capsules, SRL somatostatin receptor ligand, ULN upper limit of normal
a Data shown from the OOC group only in CHIASMA OPTIMAL. Placebo data were reported previously 
[19]
b Doses are defined as follows: For CH-ACM-01: octreotide low dose was considered to be 10 or 20 mg 
every 4 wk; octreotide mid/high was considered to be 30, 40, or 60 mg every 3–4 wk; lanreotide low/mid 
was 30, 60, or 90 mg every 3–4 wk; and lanreotide high was 120 mg every 3–4 wk
c For CHIASMA OPTIMAL, octreotide low dose was considered to be 10 mg every 4 wk; octreotide mid/
high were considered to be 20 or 30 mg every 4 wk; lanreotide low/mid were considered 60 or 90 mg every 
4 weeks or 120 mg every 6–8 weeks; lanreotide high was considered to be 120 mg every 4 weeks

CH-ACM-01 (N = 155) CHIASMA OPTIMAL: 
OOC Group (n = 28)a

Symptom burden at baseline
 ≥ 1 symptom, n (%) 125 (81) 23 (82.1)
 ≥ 2 symptoms, n (%) 95 (61) 18 (64.3)
 ≥ 3 symptoms, n (%) 67 (43) 10 (35.7)

  Mean baseline IGF-I levels, × ULN (SD) 0.94 (0.25) 0.8 (0.16)
  Biochemical control at screening (cutoff) 100% (IGF-I < 1.3 × ULN) 100% (IGF-I ≤ 1.0 × ULN)
  Biochemical control at baseline, n (%)
 IGF-I ≤ 1.0 × ULN 95 (61) 27 (96.4)
 IGF-I > 1 to < 1.3 × ULN 42 (27) 1 (3.6)
 IGF-I ≥ 1.3 × ULN 18 (12) 0

  Duration of acromegaly, n (%)
 < 10 y 74 (47.7) 15 (53.6)
 10–20 y 53 (34.2) 8 (28.6)
 ≥ 20 y 28 (18.1) 5 (17.9)

  Prior SRL treatment, n (%)
 Octreotide low  doseb,c 64 (41.3) 3 (10.7)
 Octreotide mid/high  doseb,c 33 (21.3) 16 (57.1)
 Lanreotide low/mid  doseb,c 25 (16.1) 4 (14.3)
 Lanreotide high  doseb,c 33 (21.3) 5 (17.9)

  Baseline weight kg (SD) 86.25 (19.305) 83.4 (17.22)
  BMI kg/m2 (SD) NC 29.1 (6.26)
  Diabetes mellitus, n (%) 29 (18.7) 6 (21.4)



949Pituitary (2021) 24:943–953 

1 3

CHIASMA OPTIMAL trial, treatment-emergent AEs with 
≥ 5% incidence that were more common in the OOC group 
than in the placebo group were diarrhea, nausea, abdominal 
discomfort, vomiting, dyspepsia, blood glucose increase, 
sinusitis, osteoarthritis, cholelithiasis, urinary tract infec-
tion, large intestine polyp, and pain.

In both trials, the majority of events occurred within 
the first 3 months of treatment, with AEs decreasing over 
time. There were no dose-related AEs observed in the CH-
ACM-01 trial. This assessment was not possible in CHI-
ASMA OPTIMAL because of the small number of patients.

Discussion

The results of the CH-ACM-01 and CHIASMA OPTI-
MAL trials demonstrated consistent results in biochemical 
response, durability of response, and preference to continue 
treatment with OOC, with safety profiles that are similar to 
iSRLs [18, 19]. The effect of OOC was notably preserved in 
both open-label (CH-ACM-01) and double-blind, placebo-
controlled (CHIASMA OPTIMAL) trial designs. Both phase 
3 trials have yielded unique information related to OOC as 
a treatment for acromegaly and provide information useful 
for clinicians treating acromegaly. The CH-ACM-01 trial 
enrolled a larger cohort of 155 patients, but CHIASMA 

OPTIMAL’s inclusion of a placebo control provides valu-
able insight into events that may be disease rather than treat-
ment related.

These complementary trials enrolled similar acromegaly 
populations despite differences in inclusion criteria and the 
known variability of IGF-I levels [21, 25, 26]. Mean IGF-I 
levels at the start of the core treatment phase suggest that 
the enrolled populations are comparable between the 2 tri-
als—for example, the cohort is representative of acromegaly 
patients who were previously biochemically responding to 
iSRLs. Periodic fluctuations above the ULN are common 
on SRLs, and the small difference in inclusion criteria did 
not appear to alter the phenotype of the patient population 
across the trials. Screening failures were slightly higher in 
CHIASMA OPTIMAL (53%) compared to CH-ACM-01 
(34%), likely due to the more conservative entry criteria of 
IGF-I ≤ 1.0 × ULN. The focus of the current report is com-
parison of active OOC treatment; thus, data from the placebo 
arm of CHIASMA OPTIMAL [19] have been only briefly 
touched upon.

Determination of the most effective dose of OOC as it 
relates to the prior iSRL dose was also assessed in these 
trials. Despite the higher rate of patients receiving mid/high 
iSRL doses in CHIASMA OPTIMAL and variations in 
dose escalation, maintenance of response was similar in the 
two trials. Post hoc analyses based on prior SRL dose were 

Table 3  Efficacy outcomes of CH-ACM-01 and CHIASMA OPTIMAL trials

DPC  double-blind, placebo-controlled, GH  growth hormone, IGF-I  insulin-like growth factor I, LOCF  last observation carried forward, 
OLE open-label extension, OOC oral octreotide capsules, ULN upper limit of normal, WOCF worst observation carried forward

CH-ACM-01 CHIASMA OPTIMAL

  Primary endpoint (WOCF), % 53 (IGF-I < 1.3 × ULN and GH < 2.5 ng/mL) 58 in OOC group (IGF-I ≤ 1.0 × ULN)
  Primary endpoint (LOCF), % 65 (all patients; IGF-I < 1.3 × ULN and 

GH < 2.5 ng/mL)
64 in OOC group (IGF-I ≤ 1.0 × ULN)

  Biochemical response in patients on study 
drug who entered the fixed-dose period and 
completed the trial, n/N (%)

82/110 (75) 16/21 (76)

  GH response (WOCF, among baseline 
responders), %

67 78 in OOC group

  GH response (LOCF, among baseline 
responders), %

96 (complete responders only) 96 in OOC group

  Sustained response (WOCF, end of dose titra-
tion to end of trial), %

85 92 sustained response (no imputation needed)

  Completed the trial on study drug, % 66 75
  Patients electing to continue into the OLE, % 86 (only completers were eligible to participate 

in the optional extension)
OOC group
• 91 (of patients [n = 19] who completed the 

trial on treatment)
  Mean IGF-I levels at the end of treatment 

(fixed-dose phase for CH-ACM-01 or DPC 
for CHIASMA OPTIMAL)

1.04 × ULN 0.97 × ULN for the OOC group

  Mean GH levels at the end of treatment (fixed-
dose phase for CH-ACM-01 or DPC for 
CHIASMA OPTIMAL)

0.60 ng/mL 0.6 ng/mL in the OOC group
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performed solely on patients completing the CH-ACM-01 
trial as responders (n = 82). Of OOC responders previously 
on a high dose of iSRLs, 45% finished the core trial on the 
lowest tested dose of OOC (40 mg), and 69% on low-mid 
doses of OOC (40–60 mg). In the CHIASMA OPTIMAL 
trial, it is difficult to extrapolate dose correlations in the 
same manner due to the limited sample size. Further com-
plicating analysis, the dose titration in CHIASMA OPTI-
MAL trial was driven by predefined criteria in the protocol 
for trial withdrawal requiring participants to have been on 
the maximum dose, 80 mg, for 2 consecutive visits with 
an IGF-I ≥ 1.3 × ULN. In this manner, the dose escalation 
observed in CH-ACM-01 is more representative of standard 
clinical practice. Wear-off timing of previous long-acting 
iSRLs may influence dosing of OOC, as the placebo arm of 
CHIASMA OPTIMAL demonstrated a median of 16 weeks 
of continued control after stopping SRL injections [19], sug-
gesting that a carryover effect of long-acting iSRLs may 
potentially delay need for OOC dose adjustments. However, 
neither of these trials could provide a clear indication of 
OOC dose based on prior iSRL dose.

Several currently approved iSRL therapies for acromegaly 
report outcomes using selective analysis in completers or 
less rigorous methods for handling missing data [27]. The 2 
trials presented here assessed OOC efficacy using rigorous 

Fig. 2  Relationship of Prior iSRL Dose to Final OOC Dose in 
Responders in CH-ACM-01. For the CH-ACM-01 study, patients 
previously receiving a low, mid, or high stable dose of iSRL were 
titrated to a final OOC dose of 40, 60, or 80  mg. iSRL injectable 
somatostatin receptor ligand, OOC oral octreotide capsules

Table 4  Overview of AEs in CH-ACM-01 and CHIASMA OPTIMAL trials

AE adverse event, SAE serious adverse event, TEAE treatment-emergent adverse event

CH-ACM-01 (N = 155) CHIASMA OPTIMAL (N = 56)

  OOC (n = 28)   Placebo (n = 28)

TEAEs, n 1096 172 219
Patients with any TEAE, n (%) 134 (86.5) 28 (100.0) 27 (96.4)
Treatment-related TEAEs, n 267 40 41
Patients with any treatment-related TEAE, n (%) 90 (58.1) 18 (64.3) 15 (53.6)
SAEs, n 29 3 1
Patients with any SAE, n (%) 17 (11.0) 2 (7.1) 1 (3.6)
Treatment-related SAEs, n 3 0 0
Patients with a treatment-related SAE, n (%) 2 (1.3) 0 (0.0) 0 (0.0)
Mild TEAEs, n 691 118 150
Patients with maximum severity mild TEAEs, n (%) 31 (20.0) 11 (39.3) 8 (28.6)
Moderate TEAEs, n 316 46 56
Patients with maximum severity moderate TEAEs, n (%) 61 (39.4) 14 (50.0) 12 (42.9)
Severe TEAEs, n 84 8 13
Patients with maximum severity severe TEAEs, n (%) 42 (27.1) 3 (10.7) 7 (25.0)
TEAEs leading to study drug discontinuation, n 41 5 1
Patients with any TEAE leading to study drug discontinuation, n (%) 21 (13.5) 2 (7.1) 1 (3.6)
Treatment-related TEAEs leading to study drug discontinuation, n 34 5 0
Patients with a treatment-related TEAE leading to study drug discontinu-

ation, n (%)
17 (11.0) 2 (7.1) 0 (0.0)

TEAEs leading to death, n 9 0 0
Patients with any TEAE leading to death, n (%) 2 (1.3) 0 (0.0) 0 (0.0)
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and conservative approaches to account for missing data, 
including LOCF (CH-ACM-01) and WOCF (CHIASMA 
OPTIMAL) as primary endpoints. Nevertheless, both trials 
showed consistent and effective maintenance of biochemical 
response in patients with acromegaly. For CH-ACM-01, an 
additional post hoc TWA, which may provide a more accu-
rate and clinically meaningful assessment, showed an even 
greater response as compared with end-of-treatment analy-
sis in the fixed-dose population at the end of the extension 
phase [14]. Additionally, 80% of the patients entering the 
fixed-dose phase in CH-ACM-01 maintained or improved 
acromegaly symptoms from baseline to the end of treatment. 
This was observed despite the majority of patients demon-
strating biochemical response at baseline from prior iSRLs. 
The reduction in symptoms at the end of the trial was pos-
sibly due to more frequent capsule dosing that could result 
in more consistent circulating octreotide levels, helping to 
reduce breakthrough symptoms that are seen with the longer 
dosing intervals used with iSRLs.

In both trials, the majority of patients who were fully or 
partially responding at baseline maintained response at the 
end of the trial. Importantly, a portion of patients in CH-
ACM-01 who were not biochemically controlled at baseline 
demonstrated biochemical response by the end of the trial; 
the single patient in CHIASMA OPTIMAL who had an 
IGF-I > 1.0 × ULN at baseline, improved by the end of the 
trial. These data indicate that treatment with OOC can main-
tain biochemical control of acromegaly and may additionally 
help achieve control in patients who have elevated IGF-I lev-
els while receiving iSRLs. Patients should be closely moni-
tored to ensure long-term biochemical control, as results 
from these trials highlight the variability of IGF-I levels in 
patients with acromegaly. However, for optimal dosing and 
maintenance of response, it is important that patients take 
OOC with water ≥ 1 h before a meal or ≥ 2 h after a meal. 
Importantly, if biochemical control was lost while a partici-
pant was receiving OOC, reversion to their previous iSRL 
dose in CHIASMA OPTIMAL resulted in regain of control 
within 4 weeks, or 1 injection cycle [19]. Among the patients 
who completed the dose adjustment period of the 2 trials 
and were stabilized on a fixed dose of OOC, most achieved a 
durable response and entered the voluntary extension phase. 
Notably, patient-reported symptoms should be considered 
in dose titration decisions, as symptoms reported by health 
care providers and symptoms reported by patients are often 
not congruent, particularly in regards to frequency, severity, 
and pattern of symptoms [28].

OOC were found to be safe and well tolerated in both 
trials. The most common TEAEs were gastrointestinal, 
neurological, and musculoskeletal AEs, and were consist-
ent with the known safety profile of iSRLs. Furthermore, no 
dose-related AEs were observed. In the CHIASMA OPTI-
MAL trial, approximately double the number of AESIs were 

observed in the placebo group, including higher rates of 
arthralgia, hyperhidrosis, fatigue, and peripheral swelling, 
mirroring the loss of biochemical control observed in these 
patients after withdrawal of active treatment.

Despite disease control achieved with current iSRL 
options, there remains an unmet need for patients with acro-
megaly receiving regular injections due to treatment incon-
venience, injection-related pain, and complications [5, 9, 13, 
28]. Many patients with acromegaly desire an alternative to 
injections, in the form of an oral treatment, to alleviate some 
of these burdens [13]. The oral octreotide formulation pre-
cludes all possibility of injection site reactions that are com-
monly encountered with existing iSRLs. OOC represents a 
safe and effective treatment option for many patients with 
acromegaly who require medical therapy, allowing patients 
who are currently responding to iSRL therapy to be safely 
transitioned to oral therapy if they desire, with the potential 
to decrease the burden and costs associated with injections.
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